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Explanation

The Code of Federal Regulations is a codification of the general and permanent
rules published in the Federal Register by the Executive departments and agen-
cies of the Federal Government. The Code is divided into 50 titles which represent
broad areas subject to Federal regulation. Each title is divided into chapters
which usually bear the name of the issuing agency. Each chapter is further sub-
divided into parts covering specific regulatory areas.

Each volume of the Code is revised at least once each calendar year and issued
on a quarterly basis approximately as follows:

Title 1 through Title 16.....ccciiiiiiiiiiiiiiii e enes as of January 1
Title 17 through Title 27 as of April 1
Title 28 through Title 41 ..o as of July 1
Title 42 through Title 50....ccciuiiiiiiiiiiiiii e aens as of October 1

The appropriate revision date is printed on the cover of each volume.
LEGAL STATUS

The contents of the Federal Register are required to be judicially noticed (44
U.S.C. 1507). The Code of Federal Regulations is prima facie evidence of the text
of the original documents (44 U.S.C. 1510).

HOW TO USE THE CODE OF FEDERAL REGULATIONS

The Code of Federal Regulations is kept up to date by the individual issues
of the Federal Register. These two publications must be used together to deter-
mine the latest version of any given rule.

To determine whether a Code volume has been amended since its revision date
(in this case, April 1, 2022), consult the ‘“‘List of CFR Sections Affected (LSA),”
which is issued monthly, and the ‘“‘Cumulative List of Parts Affected,”” which
appears in the Reader Aids section of the daily Federal Register. These two lists
will identify the Federal Register page number of the latest amendment of any
given rule.

EFFECTIVE AND EXPIRATION DATES

Each volume of the Code contains amendments published in the Federal Reg-
ister since the last revision of that volume of the Code. Source citations for
the regulations are referred to by volume number and page number of the Federal
Register and date of publication. Publication dates and effective dates are usu-
ally not the same and care must be exercised by the user in determining the
actual effective date. In instances where the effective date is beyond the cut-
off date for the Code a note has been inserted to reflect the future effective
date. In those instances where a regulation published in the Federal Register
states a date certain for expiration, an appropriate note will be inserted following
the text.

OMB CONTROL NUMBERS
The Paperwork Reduction Act of 1980 (Pub. L. 96-511) requires Federal agencies
to display an OMB control number with their information collection request.
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Many agencies have begun publishing numerous OMB control numbers as amend-
ments to existing regulations in the CFR. These OMB numbers are placed as
close as possible to the applicable recordkeeping or reporting requirements.

PAST PROVISIONS OF THE CODE

Provisions of the Code that are no longer in force and effect as of the revision
date stated on the cover of each volume are not carried. Code users may find
the text of provisions in effect on any given date in the past by using the appro-
priate List of CFR Sections Affected (LLSA). For the convenience of the reader,
a “List of CFR Sections Affected” is published at the end of each CFR volume.
For changes to the Code prior to the LSA listings at the end of the volume,
consult previous annual editions of the LSA. For changes to the Code prior to
2001, consult the List of CFR Sections Affected compilations, published for 1949-
1963, 1964-1972, 1973-1985, and 1986-2000.

“[RESERVED]”’ TERMINOLOGY

The term ‘‘[Reserved]’’ is used as a place holder within the Code of Federal
Regulations. An agency may add regulatory information at a ‘‘[Reserved]”’ loca-
tion at any time. Occasionally ‘‘[Reserved]’’ is used editorially to indicate that
a portion of the CFR was left vacant and not dropped in error.

INCORPORATION BY REFERENCE

What is incorporation by reference? Incorporation by reference was established
by statute and allows Federal agencies to meet the requirement to publish regu-
lations in the Federal Register by referring to materials already published else-
where. For an incorporation to be valid, the Director of the Federal Register
must approve it. The legal effect of incorporation by reference is that the mate-
rial is treated as if it were published in full in the Federal Register (5 U.S.C.
5b2(a)). This material, like any other properly issued regulation, has the force
of law.

What is a proper incorporation by reference? The Director of the Federal Register
will approve an incorporation by reference only when the requirements of 1 CFR
part 51 are met. Some of the elements on which approval is based are:

(a) The incorporation will substantially reduce the volume of material pub-
lished in the Federal Register.

(b) The matter incorporated is in fact available to the extent necessary to
afford fairness and uniformity in the administrative process.

(¢c) The incorporating document is drafted and submitted for publication in
accordance with 1 CFR part 51.

What if the material incorporated by reference cannot be found? If you have any
problem locating or obtaining a copy of material listed as an approved incorpora-
tion by reference, please contact the agency that issued the regulation containing
that incorporation. If, after contacting the agency, you find the material is not
available, please notify the Director of the Federal Register, National Archives
and Records Administration, 8601 Adelphi Road, College Park, MD 20740-6001, or
call 202-741-6010.

CFR INDEXES AND TABULAR GUIDES

A subject index to the Code of Federal Regulations is contained in a separate
volume, revised annually as of January 1, entitled CFR INDEX AND FINDING AIDS.
This volume contains the Parallel Table of Authorities and Rules. A list of CFR
titles, chapters, subchapters, and parts and an alphabetical list of agencies pub-
lishing in the CFR are also included in this volume.

An index to the text of ‘““Title 3—The President” is carried within that volume.
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The Federal Register Index is issued monthly in cumulative form. This index
is based on a consolidation of the ‘“‘Contents’ entries in the daily Federal Reg-
ister.

A List of CFR Sections Affected (LLSA) is published monthly, keyed to the
revision dates of the 50 CFR titles.

REPUBLICATION OF MATERIAL

There are no restrictions on the republication of material appearing in the
Code of Federal Regulations.

INQUIRIES

For a legal interpretation or explanation of any regulation in this volume,
contact the issuing agency. The issuing agency’s name appears at the top of
odd-numbered pages.

For inquiries concerning CFR reference assistance, call 202-741-6000 or write
to the Director, Office of the Federal Register, National Archives and Records
Administration, 8601 Adelphi Road, College Park, MD 20740-6001 or e-mail
fedreg.info@nara.gov.

SALES

The Government Publishing Office (GPO) processes all sales and distribution
of the CFR. For payment by credit card, call toll-free, 866-512-1800, or DC area,
202-512-1800, M-F 8 a.m. to 4 p.m. e.s.t. or fax your order to 202-512-2104, 24 hours
a day. For payment by check, write to: US Government Publishing Office — New
Orders, P.O. Box 979050, St. Louis, MO 63197-9000.

ELECTRONIC SERVICES

The full text of the Code of Federal Regulations, the LSA (List of CFR Sections
Affected), The United States Government Manual, the Federal Register, Public
Laws, Public Papers of the Presidents of the United States, Compilation of Presi-
dential Documents and the Privacy Act Compilation are available in electronic
format via www.govinfo.gov. For more information, contact the GPO Customer
Contact Center, U.S. Government Publishing Office. Phone 202-512-1800, or 866-
512-1800 (toll-free). E-mail, ContactCenter@gpo.gov.

The Office of the Federal Register also offers a free service on the National
Archives and Records Administration’s (NARA) website for public law numbers,
Federal Register finding aids, and related information. Connect to NARA’s
website at www.archives.gov/federal-register.

The eCFR is a regularly updated, unofficial editorial compilation of CFR mate-
rial and Federal Register amendments, produced by the Office of the Federal
Register and the Government Publishing Office. It is available at www.ecfr.gov.

OLIVER A. POTTS,

Director,

Office of the Federal Register
April 1, 2022
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THIS TITLE

Title 21—Fo0D AND DRUGS is composed of nine volumes. The parts in these
volumes are arranged in the following order: Parts 1-99, 100-169, 170-199, 200-299,
300-499, 500-599, 600-799, 800-1299 and 1300 to end. The first eight volumes, con-
taining parts 1-1299, comprise Chapter I—Food and Drug Administration, Depart-
ment of Health and Human Services. The ninth volume, containing part 1300 to
end, includes Chapter II—Drug Enforcement Administration, Department of Jus-
tice, and Chapter III—Office of National Drug Control Policy. The contents of
these volumes represent all current regulations codified under this title of the
CFR as of April 1, 2022.

For this volume, Ann Worley was Chief Editor. The Code of Federal Regula-

tions publication program is under the direction of John Hyrum Martinez, as-
sisted by Stephen J. Frattini.
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CHAPTER I—FOOD AND DRUG
ADMINISTRATION, DEPARTMENT OF HEALTH
AND HUMAN SERVICES (CONTINUED)

EDITORIAL NOTE: Nomenclature changes to chapter I appear at 69 FR 13717, Mar. 24, 2004,
and 69 FR 18803, Apr. 9, 2004.
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SUBCHAPTER E—ANIMAL DRUGS, FEEDS, AND RELATED
PRODUCTS

PART 500—GENERAL

Subpart A [Reserved]

Subpart B—Specific Administrative Rulings
and Decisions

Sec.

500.23 Thermally processed low-acid foods
packaged in hermetically sealed con-
tainers.

500.24 Emergency permit control.

500.25 Anthelmintic drugs for use in ani-
mals.

500.26 Timed-release dosage form drugs.

500.27 Methylene blue-containing drugs for
use in animals.

500.29 Gentian violet for use in animal feed.

500.30 Gentian violet for animal drug use.

500.45 Use of polychlorinated biphenyls
(PCB’s) in the production, handling, and
storage of animal feed.

500.46 Hexachlorophene in animal drugs.

500.50 Propylene glycol in or on cat food.

Subpart C—Animal Drug Labeling
Requirements

500.51 Labeling
branding.
500.52 TUse of terms such as ‘‘tonic”, ‘‘tone”’,
‘“‘toner”’, or ‘‘conditioner’ in the labeling
of preparations intended for use in or on
animals.

500.55 Exemption from certain drug-labeling
requirements.

of animal drugs; mis-

Subpart D—Requirements for Specific
Animal Drugs

500.65 Epinephrine injection 1:1,000 in 10-
milliliter containers for emergency
treatment of anaphylactoid shock in cat-
tle, horses, sheep, and swine.

Subpart E—Regulation of Carcinogenic
Compounds Used in Food-Producing
Animals

500.80 Scope of this subpart.

500.82 Definitions.

500.84 Conditions for approval of the spon-
sored compound.

500.86 Marker residue and target tissue.

500.88 Regulatory method.

500.90 Waiver of requirements.

500.92 Implementation.

Subpart F—Methods for Detection of Resi-
dues of Carcinogenic Compounds
Used in Food-Producing Animails

500.1410 N-methyl-2-pyrrolidone.

AUTHORITY: 21 U.S.C. 321, 331, 342, 343, 348,
351, 352, 353, 360b, 371, 379%.

SOURCE: 40 FR 13802, Mar. 27, 1975, unless
otherwise noted.

Subpart A [Reserved]

Subpart B—Specific Administrative
Rulings and Decisions

§500.23 Thermally processed low-acid
foods packaged in hermetically
sealed containers.

Except as provided in §507.5(b) of this
chapter, the provisions of parts 507 and
113 of this chapter apply to the manu-
facturing, processing, or packing of
low-acid foods in hermetically sealed
containers, and intended for use as food
for animals.

[80 FR 56337, Sept. 17, 2015]

§500.24 Emergency permit control.

The provisions of part 108 of this
chapter shall apply to the issuance of
emergency control permits for the
manufacturer or packer of thermally
processed low-acid foods packaged in
hermetically sealed containers, and in-
tended for use as food for animals.

[61 FR 37681, July 19, 1996]

§500.25 Anthelmintic drugs for use in
animals.

(a) The Commissioner of Food and
Drugs has determined that, in order to
assure that anthelmintic drugs, includ-
ing animal feeds bearing or containing
such drugs, which do not carry the pre-
scription statement are labeled to pro-
vide adequate directions for their effec-
tive use, labeling of these anthelmintic
drugs shall bear, in addition to other
required information, a statement that
a veterinarian should be consulted for



§500.26

assistance in the diagnosis, treatment,
and control of parasitism.

(b) The label and any labeling fur-
nishing or purporting to furnish direc-
tions for use, shall bear conspicuously
the following statement: ‘‘Consult your
veterinarian for assistance in the diag-
nosis, treatment, and control of para-
sitism.”

(¢) For drugs covered by approved
new animal drug applications, the la-
beling revisions required for compli-
ance with this section may be placed
into effect without prior approval, as
provided for in §514.8(c)(3) of this chap-
ter. For drugs listed in the index, the
labeling revisions required for compli-
ance with this section may be placed
into effect without prior granting of a
request for a modification, as provided
for in §516.161(b)(1) of this chapter.

(d) Labeling revisions required for
compliance with this section shall be
placed into effect by February 25, 1975,
following which, any such drugs that
are introduced into interstate com-
merce and not in compliance with this
section will be subject to regulatory
proceedings.

[40 FR 13802, Mar. 27, 1975, as amended at 71
FR 74782, Dec. 13, 2006; 72 FR 69120, Dec. 6,
2007]

§500.26 Timed-release
drugs.

(a) Drugs are being offered in dosage
forms that are designed to release the
active ingredients over a prolonged pe-
riod of time. There is a possibility of
unsafe overdosage or ineffective dosage
if such products are improperly made
and the active ingredients are released
at one time, over too short or too long
a period of time, or not released at all.
Drugs marketed in this form, which are
referred to by such terms as timed-re-
lease, controlled-release, prolonged-re-
lease, sustained-release, or delayed-re-
lease drugs, are regarded as new animal
drugs within the meaning of section
201(v) of the Federal Food, Drug, and
Cosmetic Act.

(b) Timed-release dosage form animal
drugs that are introduced into inter-
state commerce are deemed to be adul-
terated within the meaning of section
501(a)(b) of the act and subject to regu-
latory action, unless such animal drug
is the subject of an approved new ani-

dosage form
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mal drug application, or listed in the
index, as required by paragraph (a) of
this section.

(c) The fact that the labeling of this
kind of drug may claim delayed, pro-
longed, controlled, or sustained-release
of all or only some of the active ingre-
dients does not affect the new animal
drug status of such articles. A new ani-
mal drug application or index listing is
required in any such case.

(d) New animal drug applications for
timed-release dosage form animal
drugs must contain, among other
things, data to demonstrate safety and
effectiveness by establishing that the
article is manufactured using proce-
dures and controls to ensure release of
the total dosage at a safe and effective
rate. Data submitted in the new animal
drug application must demonstrate
that the formulation of the drug and
the procedures used in its manufacture
will ensure release of the active ingre-
dient(s) of the drug at a safe and effec-
tive rate and that these release charac-
teristics will be maintained until the
expiration date of the drug. When the
drug is intended for use in food-pro-
ducing animals, data submitted must
also demonstrate that, with respect to
possible residues of the drug, food de-
rived from treated animals is safe for
consumption.

[42 FR 8635, Feb. 11, 1977, as amended at 60
FR 38480, July 27, 1995; 72 FR 69120, Dec. 6,
2007]

§500.27 Methylene blue-containing
drugs for use in animals.

(a) New information requires a re-
evaluation of the status of drugs con-
taining methylene blue
(tetramethylthionine chloride) for oral
use in cats or dogs.

(1)(i) It has been demonstrated that
two orally administered urinary anti-
septic-antispasmodic preparations that
contained methylene blue cause Heinz
body hemolytic anemia in cats when
used according to label directions. The
specific cause of the reaction was de-
termined to be the methylene blue con-
tained in the preparations. The reac-
tion can be severe enough to cause
death of treated animals.

(ii) The Heinz body hemolytic anemia
reaction to methylene blue has also
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been demonstrated in dogs under lab-
oratory conditions. The precise mecha-
nism by which methylene blue pro-
duces the characteristic erythrocytic
inclusion bodies (Heinz bodies) and as-
sociated hemolytic anemia is unclear.

(2) The effectiveness of orally admin-
istered methylene blue as a urinary an-
tiseptic is open to question. It appears
that following oral administration,
methylene blue is poorly and errati-
cally absorbed and also slowly and er-
ratically excreted in the urine. Studies
in the dog indicate it is excreted in the
urine essentially as leukomethylene
blue stabilized in some manner. Meth-
ylene blue itself is stepwise
demethylated in alkaline solutions (al-
kaline wurine being a frequent con-
sequence of urinary infection) to Azure
B, Azure A, and Azure C. The antiseptic
efficacy of all of these excretion prod-
ucts is unsubstantiated.

(3) In view of the foregoing, the Com-
missioner has concluded that animal
drugs containing methylene blue for
oral use in cats or dogs are neither safe
nor generally recognized as effective
within the meaning of section 201(v) of
the act and are therefore considered
new animal drugs. Accordingly, all
prior formal and informal opinions ex-
pressed by the Food and Drug Adminis-
tration that such drugs are ‘‘not new
drugs’ or ‘‘no longer new drugs’ are
hereby revoked.

(b) Animal drugs that contain meth-
yvlene blue for oral use in cats or dogs
and not the subject of an approved new
animal drug application (NADA) are
deemed to be adulterated under the
provisions of section 501(a) (5) and/or (6)
and/or misbranded under section 502(a)
of the act and subject to regulatory ac-
tion as of April 10, 1978.

(c) Sponsors of animal drugs that
contain methylene blue for oral use in
cats or dogs and not the subject of an
approved new animal drug application
(NADA) may submit an application in
conformity with §514.1 of this chapter.
Such applications will be processed in
accordance with section 512 of the act.
Submission of an NADA will not con-
stitute grounds for continued mar-
keting of this drug substance until
such application is approved.

(d) New animal drug applications re-
quired by this regulation pursuant to

§500.45

section 512 of the act shall be sub-
mitted to the Food and Drug Adminis-
tration. Center for Veterinary Medi-
cine, Office of New Animal Drug Eval-
uation (HFV-100), 7500 Standish PI.,
Rockville, MD 20855.

[43 FR 9803, Mar. 10, 1978; 43 FR 12310, Mar. 24,
1978, as amended at 54 FR 18279, Apr. 28, 1989;
57 FR 6475, Feb. 25, 1992; 60 FR 38480, July 27,
1995]

§500.29 Gentian violet for use in ani-
mal feed.

The Food and Drug Administration
has determined that gentian violet is
not generally recognized as safe for use
in animal feed and is a food additive
subject to section 409 of the Federal
Food, Drug, and Cosmetic Act (the
act), unless it is intended for use as a
new animal drug, in which case it is
subject to section 512 of the act. The
Food and Drug Administration has de-
termined that gentian violet is not
prior sanctioned for any use in animal
feed.

[56 FR 40506, Aug. 15, 1991]

§500.30 Gentian violet for animal drug
use.

The Food and Drug Administration
(FDA) has determined that gentian vio-
let is not generally recognized as safe
and effective for any veterinary drug
use in food animals and is a new ani-
mal drug subject to section 512 of the
Federal Food, Drug, and Cosmetic Act.
FDA has determined that gentian vio-
let is not exempted from new animal
drug status under the ‘‘grandfather”
provisions of the Drug Amendments of
1962 (21 U.S.C. 342).

[56 FR 40507, Aug. 15, 1991]

§500.45 Use of polychlorinated
biphenyls (PCB’s) in the produc-
tion, handling, and storage of ani-
mal feed.

(a) Polychlorinated biphenyls (PCB’s)
represent a class of toxic industrial
chemicals manufactured and sold under

a variety of trade names, including:
Aroclor (United States); Phenoclor
(France); Colphen (Germany); and

Kanaclor (Japan). PCB’s are highly sta-
ble, heat resistant, and nonflammable
chemicals. Industrial uses of PCB’s in-
clude, or did include in the past, their



§500.45

use as electrical transformer and ca-
pacitor fluids, heat transfer fluids, hy-
draulic fluids, plasticizers, and in for-
mulations of lubricants, coatings, and
inks. Their unique physical and chem-
ical properties and widespread, uncon-
trolled industrial applications have
caused PCB’s to be a persistent and
ubiquitous contaminant in the environ-
ment, causing the contamination of
certain foods. In addition, incidents
have occurred in which PCB’s have di-
rectly contaminated animal feeds as a
result of industrial accidents (leakage
or spillage of PCB fluids from plant
equipment). These accidents in turn
cause the contamination of food in-
tended for human consumption (meat,
milk, and eggs). Investigations by the
Food and Drug Administration have re-
vealed that heat exchange fluids for
certain pasteurization equipment used
in processing animal feed contain
PCB’s. Although heat exchange fluids
in such equipment are considered to be
in closed systems, leakage has occurred
that resulted in direct contamination
of animal feed with PCB’s and subse-
quently resulted in the transfer of
PCB’s to human food produced by ani-
mals consuming the contaminated
feed. The use of PCB-containing coat-
ings on the inner walls of silos has re-
sulted in the contamination of silage
which has in turn caused PCB residues
in the milk of dairy cows consuming
the contaminated silage. Since PCB'’s
are toxic chemicals, the PCB contami-
nation of food as a result of these and
other incidents represent a hazard to
public health. It is therefore necessary
to place certain restrictions on the in-
dustrial uses of PCB’s in the produc-
tion, handling, and storage of animal
feed.

(b) The following special provisions
are necessary to preclude accidental
PCB contamination of animal feed:

(1) Coatings or paints for use on the
contact surfaces of feed storage areas
may not contain PCB’s or any other
harmful or deleterious substances like-
ly to contaminate feed.

(2) New equipment or machinery for
handling or processing feed in or
around an establishment producing
animal feed shall not contain PCB’s.

21 CFR Ch. | (4-1-22 Edition)

(3) On or before Sept. 4, 1973, the
management of establishments pro-
ducing animal feed shall:

(i) Have the heat exchange fluid used
in existing equipment or machinery for
handling and processing feed sampled
and tested to determine whether it
contains PCB’s, or verify the absence
of PCB’s in such formulations by other
appropriate means. On or before Sept.
4, 1973, any such fluid formulated with
PCB’s must to the fullest extent pos-
sible commensurate with current good
manufacturing practices, be replaced
with a heat exchange fluid that does
not contain PCB’s.

(ii) Eliminate to the fullest extent
possible commensurate with current
good manufacturing practices from the
animal feed producing establishment
any PCB-containing lubricants for
equipment or machinery used for han-
dling or processing animal feed.

(iii) Eliminate to the fullest extent
possible commensurate with current
good manufacturing practices from the
animal feed producing establishment
any other PCB-containing materials,
whenever there is a reasonable expecta-
tion that such materials could cause
animal feed to become contaminated
with PCB’s either as a result of normal
use or as a result of accident, breakage,
or other mishap.

(iv) The toxicity and other character-
istics of fluids selected as PCB replace-
ments must be adequately determined
so that the least potentially hazardous
replacement should be used. In making
this determination with respect to a
given fluid, consideration should be
given to (a) its toxicity; (b) the max-
imum quantity that could be spilled
onto a given quantity of food before it
would be noticed, taking into account
its color and odor; (¢) possible signaling
devices in the equipment to indicate a
loss of fluid, etc.; (d) and its environ-
mental stability and tendency to sur-
vive and be concentrated through the
food chain. The judgment as to wheth-
er a replacement fluid is sufficiently
non-hazardous is to be made on an indi-
vidual installation and operation basis.

(c) For the purpose of this section,
the provisions do not apply to elec-
trical transformers and condensers
containing PCB’s in sealed containers.
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(d) For the purpose of this section,
the term animal feed includes all arti-
cles used for food or drink for animals
other than man.

§500.46 Hexachlorophene in animal

drugs.

(a) The Commissioner of Food and
Drugs has determined that there are no
adequate data to establish that animal
drugs containing hexachlorophene are
safe and effective for any animal use
other than in topical products for use
on non-food-producing animals as part
of a product preservative system at a
level not to exceed 0.1 percent; that
there is no information on the poten-
tial risk to humans from exposure to
hexachlorophene by persons who apply
animal products containing the drug at
levels higher than 0.1 percent; and that
there is likewise no information on
human exposure to animals on which
these animal drugs have been used and
no information on possible residues of
hexachlorophene in edible products of
food-producing animals treated with
new animal drugs that contain any
quantity of hexachlorophene.

(b) Animal drugs containing
hexachlorophene for other than pre-
servative use on non-food-producing
animals at levels not exceeding 0.1 per-
cent are considered new animal drugs
and shall be the subject of new animal
drug applications (NADA’s).

(c) Any person currently marketing
animal drugs that contain
hexachlorophene other than as part of
a product preservative system for prod-
ucts used on non-food-producing ani-
mals at a level not exceeding 0.1 per-
cent shall submit a new animal drug
application, supplement an existing ap-
plication, or reformulate the product
by September 29, 1977. Each application
or supplemental application shall in-
clude adequate data to establish that
the animal drug is safe and effective. If
the animal drug is currently subject to
an approved new animal drug applica-
tion, each reformulation shall require
an approved supplemental application.
The interim marketing of these animal
drugs may continue until the applica-
tion has been approved, until it has
been determined that the application is
not approvable under the provisions of
§514.111 of this chapter, or until an ex-
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isting approved application has been
withdrawn.

(d) After September 29, 1977, animal
drugs that contain hexachlorophene
other than for preservative use on non-
food-producing animals at a level not
exceeding 0.1 percent that are intro-
duced into interstate commerce shall
be deemed to be adulterated within the
meaning of section 501(a)(5) of the act
(21 U.S.C. 351(a)(5)) unless such animal
drug is the subject of a new animal
drug application submitted pursuant to
paragraph (c¢) of this section. Action to
withdraw approval of new animal drug
applications will be initiated if supple-
mental new animal drug applications
have not been submitted in accordance
with this section.

(e) New animal drug applications sub-
mitted for animal drugs containing
hexachlorophene for use in or on food-
producing animals shall include ade-
quate data to assure that edible prod-
ucts from treated animals are safe for
human consumption under the labeled
conditions of use.

[42 FR 33725, July 1, 1977; 42 FR 37975, July 26,
1977]

§500.50 Propylene glycol in or on cat
food.

The Food and Drug Administration
has determined that propylene glycol
in or on cat food is not generally recog-
nized as safe and is a food additive sub-
ject to section 409 of the Federal Food,
Drug, and Cosmetic Act (the act). The
Food and Drug Administration also has
determined that this use of propylene
glycol is not prior sanctioned.

[61 FR 19544, May 2, 1996]

Subpart C—Animal Drug Labeling
Requirements

§500.51 Labeling of animal drugs; mis-
branding.

(a) Among the representations on the
label or labeling of an animal drug
which will render the drug misbranded
are any broad statements suggesting or
implying that the drug is not safe and
effective for use when used in accord-
ance with labeling direction, or sug-
gesting or implying that the labeling
does not contain adequate warnings or
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adequate directions for use. Such state-
ments include, but are not limited to:

(1) Any statement that disclaims li-
ability when the drug is used in accord-
ance with directions for use contained
on the label or labeling.

(2) Any statement that disclaims 1li-
ability when the drug is used under
“abnormal” or ‘‘unforeseeable’ condi-
tions.

(3) Any statement limiting the war-
ranty for the products to a warranty
that the drug in the package contains
the ingredients listed on the label.

(b) This regulation is not intended to
prohibit any liability disclaimer that
purports to limit the amount of dam-
ages or that sets forth the legal theory
under which damages are to be recov-
ered.

(c) Any person wishing to obtain an
evaluation of an animal drug liability
disclaimer under this regulation may
submit it to Division of Compliance,
(HFV-230), Center for Veterinary Medi-
cine, Food and Drug Administration,
7500 Standish Pl., Rockville, MD 20855.
A supplemental NADA providing appro-
priately revised labeling shall be sub-
mitted for any approved new animal
drug the labeling of which is not in
compliance with this regulation.

[41 FR 8473, Feb. 27, 1976, as amended at 54
FR 18279, Apr. 28, 1989; 57 FR 6475, Feb. 25,
1992]

§500.52 Use of terms such as “tonic”,
“tone”, “toner”, or “conditioner” in
the labeling of preparations in-
tended for use in or on animals.

(a) The use of terms such as tonic,
tone, toner, and similar terms in the la-
beling of a product intended for use in
or on animals implies that such prod-
uct is capable of a therapeutic effect(s)
and causes such a product to be a drug
within the meaning of section 201(g) of
the Federal Food, Drug, and Cosmetic
Act. The unqualified use of such terms
in a product’s labeling fails to provide
adequate directions and indications for
use of such product and causes it to be
misbranded within the meaning of sec-
tion 502(a) and (f)(1) of the act. The
terms tonic, tone, toner, and similar
terms may be used in labeling only
when appropriately qualified so as to
fully inform the user regarding the in-
tended use(s) of the product.
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(b) The unqualified use of the term

conditioner and similar terms in the la-
beling of a product intended for use in
or on animals implies that such prod-
uct is capable of a therapeutic effect(s)
and causes such a product to be a drug
within the meaning of section 201(g) of
the act. The unqualified use of such
terms in a product’s labeling fails to
provide adequate directions and indica-
tions for use of such product and
causes it to be misbranded within the
meaning of section 502(a) and (f)(1) of
the act. The term conditioner and simi-
lar terms may be used in labeling only
when appropriately qualified so as to
fully inform the user regarding the in-
tended use(s) of the product. A product
labeled as a ‘‘conditioner” or with a
similar term can be either a food or
drug depending upon the manner in
which the term is qualified in the la-
beling to reflect the product’s intended
use.
(c) An article so qualified as to be
represented as a drug must be the sub-
ject of an approved new animal drug
application unless the use of the article
under the conditions set forth in its la-
beling is generally recognized as safe
and effective among experts qualified
by scientific training and experience to
evaluate the safety and effectiveness of
animal drugs.

§500.55 Exemption from certain drug-
labeling requirements.

(a) Section 201.105(c) of this chapter
provides that in the case of certain
drugs for which directions, hazards,
warnings, and use information are
commonly known to practitioners li-
censed by law, such information may
be omitted from the dispensing pack-
age. Under this proviso, the Commis-
sioner of Food and Drugs will offer an
opinion, upon written request, stating
reasonable grounds therefore on a pro-
posal to omit such information from
the dispensing package.

(b) The Commissioner of Food and
Drugs has considered submitted mate-
rial covering a number of drug prod-
ucts and has offered the opinion that
the following drugs when intended for
those veterinary uses for which they
are now generally employed by the vet-
erinary medical profession, should be
exempt from the requirements of
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§201.105(c) of this chapter, provided
that they meet the conditions pre-
scribed in this paragraph. Preparations
that are not in dosage unit form (for
example, solutions) will be regarded as
meeting the conditions with respect to
the maximum quantity of drug per dos-
age unit if they are prepared in a man-
ner that enables accurate and ready ad-
ministration of a quantity of drug not
in excess of the stated maximum per
dosage unit:

Atropine sulfate. As an injectable for cattle,
goats, horses, pigs, and sheep, not in excess
of 15 milligrams per dosage unit; as an
injectable for cats and dogs, not in excess
of 0.6 milligram per dosage unit.

Barbital sodium. For oral use in cats and
dogs, not in excess of 300 milligrams per
dosage unit.

Epinephrine injection. 1:1,000. For cats, dogs,
cattle, goats, horses, pigs, and sheep (ex-
cept as provided in §500.65).

Morphine sulfate. As an injectable for dogs,
not in excess of 15 milligrams per dosage
unit.

Pentobarbital sodium. For oral use in cats and
dogs, not in excess of 100 milligrams per
dosage unit.

Phenobarbdital sodium. For oral use in cats and
dogs, not in excess of 100 milligrams per
dosage unit.

Procaine hydrochloride injection. Containing
not in excess of 2 percent procaine hydro-
chloride, with or without epinephrine up to
a concentration of 1:50,000. For use in cats,
dogs, cattle, goats, horses, pigs, and sheep.

Thyroid. For oral use in dogs, not in excess of
60 milligrams per dosage unit.

Subpart D—Requirements for
Specific Animal Drugs

§500.65 Epinephrine injection 1:1,000
in 10-milliliter containers for emer-
gency treatment of anaphylactoid
shqck in cattle, horses, sheep, and
swine.

(a) Anaphylactoid reactions in cattle,
horses, sheep, and swine occur occa-
sionally from the injection of anti-
biotics, bacterins, and vaccines. Ade-
quate directions for use of these anti-
biotics, bacterins, and vaccines can
generally be written for use by the
laity and thus are available to live-
stock producers. Epinephrine injection
is effective for the treatment of
anaphylactoid reactions in animals and
would be of value in saving lives of ani-
mals if it were readily available at the
time of administration of the causative
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agents. In connection with this prob-
lem the Food and Drug Administration
has obtained the views of the Advisory
Committee on Veterinary Medicine,
and other experts, and has concluded
that adequate directions for over-the-
counter sale of epinephrine injection
1:1,000 can be prepared.

(b) In view of the above, the Commis-
sioner of Food and Drugs has concluded
that it is in the public interest to make
epinephrine injection 1:1,000 available
for sale without a prescription provided
that it is packaged in vials not exceed-
ing 10 milliliters and its label bears, in
addition to other required information,
the following statements in a promi-
nent and conspicuous manner: ‘‘For
emergency use only in treating
anaphylactoid shock. Usual Dosage:
Cattle, horses, sheep, and swine—1
cubic centimeter per 100 pounds of body
weight. Inject subcutaneously’.

(c) The labeling must also bear a de-
scription of the symptoms of
anaphylactoid shock including glassy
eyes, increased salivation, grinding of
the teeth, rapid breathing, muscular
tremors, staggering gait, and collapse
with death following. These symptoms
may appear shortly after injection of a
bacterin, vaccine, or antibiotic.

Subpart E—Regulation of Carcino-
genic Compounds Used in
Food-Producing Animails

SOURCE: 52 FR 49586, Dec. 31, 1987, unless
otherwise noted.

§500.80 Scope of this subpart.

(a) The Federal Food, Drug, and Cos-
metic Act requires that sponsored com-
pounds intended for use in food-pro-
ducing animals be shown to be safe and
that food produced from animals ex-
posed to these compounds be shown to
be safe for consumption by people. The
statute prohibits the use in food-pro-
ducing animals of any compound found
to induce cancer when ingested by peo-
ple or animals unless it can be deter-
mined by methods of examination pre-
scribed or approved by the Secretary (a
function delegated to the Commis-
sioner of Food and Drugs) that no res-
idue of that compound will be found in
the food produced from those animals
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under conditions of use reasonably cer-
tain to be followed in practice. This
subpart identifies the steps a sponsor
of a compound shall follow to secure
the approval of the compound. The re-
quirements of this subpart shall also
apply to a request for an import toler-
ance under §510.205 of this chapter.
FDA guidance documents contain the
procedures and protocols FDA rec-
ommends for the implementation of
this subpart. These guidance docu-
ments are available from the Division
of Dockets Management (HFA-305),
Food and Drug Administration, 5630
Fishers Lane, rm. 1061, Rockville, MD
20852. Requests for these guidance doc-
uments should be identified with Dock-
et No. 1983D-0288.

(b) If FDA concludes on the basis of
the threshold assessment that a spon-
sor shall conduct carcinogenicity test-
ing on the sponsored compound, FDA
will also determine whether and to
what extent the sponsor shall conduct
carcinogenicity testing on metabolites
of the sponsored compound. The bio-
assays that a sponsor conducts must be
designed to assess carcinogenicity and
to determine the quantitative aspects
of any carcinogenic response.

(c) If FDA concludes on the basis of
the threshold assessment or at a later
time during the approval process or
during the review of a request for an
import tolerance that the data show
that the sponsored compound and its
metabolites should not be subject to
this subpart, FDA will continue to con-
sider the compound for approval under
the general safety provisions of the
Federal Food, Drug, and Cosmetic Act
for risks other than cancer or continue
its review of the import tolerance re-
quest under the provisions of §§510.201
through 510.213 of this chapter (Subpart
C—Import Tolerances for Residues of
Unapproved New Animal Drugs in
Food).

(d) This subpart does not apply to es-
sential nutrients.

[62 FR 49586, Dec. 31, 1987, as amended at 59
FR 14365, Mar. 28, 1994; 62 FR 66983, Dec. 23,
1997; 65 FR 56480, Sept. 19, 2000; 67 FR 78174,
Dec. 23, 2002; 68 FR 24879, May 9, 2003; 69 FR
17292, Apr. 2, 2004; 86 FR 52410, Sept. 21, 2021]
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§500.82 Definitions.

(a) The definitions and interpreta-
tions contained in section 201 of the act
apply to those terms when used in this
subpart.

(b) The following definitions apply to
this subpart:

Act means the Federal Food, Drug,
and Cosmetic Act (sections 201-901, 52
Stat. 1040 et seq. as amended (21 U.S.C.
301-392)).

Essential nutrients means compounds
that are found in the tissues of un-
treated, healthy target animals and
not produced in sufficient quantity to
support the animal’s growth, develop-
ment, function, or reproduction, e.g.,
vitamins, essential minerals, essential
amino acids, and essential fatty acids.
These compounds must be supplied
from external sources.

FDA means the Food and Drug Ad-
ministration.

Limit of detection (LOD) means the
lowest concentration of analyte that
can be confirmed by the approved regu-
latory method.

Marker residue means the residue se-
lected for assay whose concentration is
in a known relationship to the con-
centration of the residue of carcino-
genic concern in the last tissue to de-
plete to its Sp.

No residue means the marker residue
is below the limit of detection using
the approved regulatory method. The
“‘no residue’ designation applies only
to compounds of carcinogenic concern.

Preslaughter withdrawal period or milk
discard time means the time after ces-
sation of administration of the spon-
sored compound at which no residue is
detectable in the edible product using
the approved regulatory method (i.e.,
the marker residue is below the LOD).

Regulatory method means the aggre-
gate of all experimental procedures for
measuring and confirming the presence
of the marker residue of the sponsored
compound in the target tissue of the
target animal.

R, means the concentration of the
marker residue in the target tissue
when the residue of carcinogenic con-
cern is equal to Sp.

Residue means any compound present
in edible tissues of the target animal
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which results from the use of the spon-
sored compound, including the spon-
sored compound, its metabolites, and
any other substances formed in or on
food because of the sponsored com-
pound’s use.

Residue of carcinogenic concern means
all compounds in the total residue of a
demonstrated carcinogen excluding
any compounds judged by FDA not to
present a carcinogenic risk.

S,» means the concentration of a res-
idue of carcinogenic concern in a spe-
cific edible tissue corresponding to no
significant increase in the risk of can-
cer to the human consumer. For the
purpose of §500.84(c)(1), FDA will as-
sume that this S, will correspond to
the concentration of residue in a spe-
cific edible tissue that corresponds to a
maximum lifetime risk of cancer in the
test animals of 1 in 1 million.

S, means the concentration of a res-
idue of carcinogenic concern in the
total human diet that represents no
significant increase in the risk of can-
cer to the human consumer. For the
purpose of §500.84(c)(1), FDA will as-
sume that this S, will correspond to
the concentration of test compound in
the total diet of test animals that cor-
responds to a maximum lifetime risk of
cancer in the test animals of 1 in 1 mil-
lion.

Sponsor means the person or organi-
zation proposing or holding an ap-
proval by FDA for the use of a spon-
sored compound or the person initi-
ating a request for an import tolerance
under §510.205 of this chapter.

Sponsored compound means any drug
or food additive or color additive pro-
posed for use, or used, in food-pro-
ducing animals or in their feed.

Target animals means the production
class of animals in which a sponsored
compound is proposed or intended for
use.

Target tissue means the edible tissue
selected to monitor for residues in the
target animals, including, where appro-
priate, milk or eggs.

Test animals means the species se-
lected for use in the toxicity tests.

Threshold assessment means FDA’s re-
view of data and information about a
sponsored compound to determine
whether chronic bioassays in test ani-
mals are necessary to resolve questions
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concerning the carcinogenicity of the
compound.

[62 FR 49586, Dec. 31, 1987, as amended at 67
FR 78174, Dec. 23, 2002; 77 FR 50593, Aug. 22,
2012; 84 FR 32992, July 11, 2019; 86 FR 52410,
Sept. 21, 2021]

§500.84 Conditions for approval of the
sponsored compound.

(a) On the basis of the results of the
chronic bioassays and other informa-
tion, FDA will determine whether any
of the substances tested are carcino-
genic.

(b) If FDA concludes that the results
of the bioassays do not establish car-
cinogenicity, then FDA will not sub-
ject the sponsored compound to the re-
mainder of the requirements of this
subpart.

(c) For each sponsored compound
that FDA decides should be regulated
as a carcinogen, FDA will either ana-
lyze the data from the bioassays using
a statistical extrapolation procedure as
outlined in paragraph (c)(1) of this sec-
tion or evaluate an alternate procedure
proposed by the sponsor as provided in
§500.90. In either case, paragraphs (c)(2)
and (3) of this section apply.

(1) For each substance tested in sepa-
rate bioassays, FDA will calculate the
concentration of the residue of carcino-
genic concern that corresponds to a
maximum lifetime risk to the test ani-
mal of 1 in 1 million. FDA will des-
ignate the lowest value obtained as S,.
Because the total diet is not derived
from food-producing animals, FDA will
make corrections for food intake. FDA
will designate as S, the concentration
of residue in a specific edible tissue
corresponding to a maximum lifetime
risk of cancer in test animals of 1 in 1
million.

(2) From the appropriate residue
chemistry data FDA will calculate the
R as described in §500.86(c). The spon-
sor must provide a regulatory method
in accordance with §500.88(b). FDA will
calculate the LOD of the method from
data submitted by the sponsor under
§500.88. The LOD must be less than or
equal to R,.

(3) FDA will conclude that the provi-
sions of this subpart are satisfied when
no residue of the compound is detect-
able (that is, the marker residue is
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below the LOD) using the approved reg-
ulatory method under the conditions of
use of the sponsored compound, includ-
ing any required preslaughter with-
drawal period or milk discard time.

[62 FR 49586, Dec. 31, 1987, as amended at 67
FR 78174, Dec. 23, 2002; 77 FR 50593, Aug. 22,
2012]

§500.86 Marker residue and target tis-
sue.

(a) For each edible tissue, the spon-
sor shall measure the depletion of the
residue of carcinogenic concern until
its concentration is at or below S,,.

(b) In one or more edible tissues, the
sponsor shall also measure the deple-
tion of one or more potential marker
residues until the concentration of the
residue of carcinogenic concern is at or
below Sp.

(c) From these data, FDA will select
a target tissue and a marker residue
and designate the concentration of
marker residue (R,) that the regu-
latory method must be capable of
measuring in the target tissue. FDA
will select R, such that the absence of
the marker residue in the target tissue
above R, can be taken as confirmation
that the residue of carcinogenic con-
cern does not exceed S,, in each of the
edible tissues and, therefore, that the
residue of carcinogenic concern in the
diet of people does not exceed S,.

(d) When a compound is to be used in
milk- or egg-producing animals, milk
or eggs must be the target tissue in ad-
dition to the tissue selected to monitor
for residues in the edible carcass.

(Approved by the Office of Management and
Budget under control number 0910-0228)

§500.88 Regulatory method.

(a) The sponsor shall submit for eval-
uation and validation a regulatory
method developed to monitor compli-
ance with FDA’s operational definition
of no residue.

(b) The regulatory method must be
able to confirm the identity of the
marker residue in the target tissue at
a minimum concentration cor-
responding to the R,. FDA will deter-
mine the LOD from the submitted ana-
lytical method validation data.

(c) FDA will publish in the FEDERAL
REGISTER the complete regulatory
method for ascertaining the marker
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residue in the target tissue in accord-
ance with the provisions of sections
409(c)(3)(A), 512(d)(1)(I), and 721(b)(5)(B)
of the act.

(d) If the sponsor initially submitted
a request for an import tolerance under
§510.205 of this chapter, FDA will make
the complete regulatory method for
ascertaining the marker residue in the
target tissue publicly available pursu-
ant to §510.207(b) of this chapter.

(Approved by the Office of Management and
Budget under control number 0910-0228)

[62 FR 49586, Dec. 31, 1987, as amended at 67
FR 78174, Dec. 23, 2002; 86 FR 52410, Sept. 21,
2021]

§500.90 Waiver of requirements.

In response to a petition or on the
Commissioner’s own initiative, the
Commissioner may waive, in whole or
in part, the requirements of this sub-
part except those provided under
§500.88. A petition for this waiver may
be filed by any person who would be ad-
versely affected by the application of
the requirements to a particular com-
pound. The petition shall explain and
document why the requirements from
which a waiver is requested are not
reasonably applicable to the com-
pound, and set forth clearly the rea-
sons why the alternative procedures
will provide the basis for concluding
that approval of the compound satisfies
the requirements of the anticancer pro-
visions of the act. If the Commissioner
determines that waiver of any of the
requirements of this subpart is appro-
priate, the Commissioner will state the
basis for that determination in the reg-
ulation approving marketing of the
sponsored compound.

(Approved by the Office of Management and
Budget under control number 0910-0228)

§500.92 Implementation.

(a) This subpart E applies to all new
animal drug applications, food additive
petitions, color additive petitions, and
requests for import tolerances con-
cerning any compound intended for use
in food-producing animals (including
supplemental applications and amend-
ments to petitions).

(b) This subpart E also applies in the
following manner to compounds al-
ready approved:
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(1) For those compounds that FDA
determines may induce cancer when in-
gested by man or animals, i.e., suspect
carcinogens, §§500.80(b), 500.82, and
500.90 apply.

(2) For those compounds that FDA
determines have been shown to induce
cancer when ingested by man or ani-
mals, §§500.82 through 500.90 apply.

[62 FR 49586, Dec. 31, 1987, as amended at 86
FR 52410, Sept. 21, 2021]

Subpart F—Methods for Detection
of Residues of Carcinogenic
Compounds Used in Food-
Producing Animals

SOURCE: 76 FR 72618, Nov. 25, 2011, unless
otherwise noted.

§500.1410 N-methyl-2-pyrrolidone.

(a) Standard for residues. No residues
of mn-methyl-2-pyrrolidone may be
found in the uncooked edible tissues of
cattle and swine as determined by
methods in paragraph (b) of this sec-
tion.

(b) Incorporation by reference. The
standards required in this section are
incorporated by reference into this sec-
tion with the approval of the Director
of the Federal Register under 5 U.S.C.
562(a) and 1 CFR part 51. All approved
material is available for inspection at
the Food and Drug Administration’s
Dockets Management Staff (HFA-305),
5630 Fishers Lane, Rm. 1061, Rockville,
MD 20852, 240-402-7500, between 9 a.m.
and 4 p.m., Monday through Friday. It
may be obtained from the sources indi-
cated elsewhere in paragraph (b) of this
section and at: Attps:/www.fda.gov/
about-fda/center-veterinary-medicine/cvm-
foia-electronic-reading-room. It 1is also
available for inspection at the National
Archives and Records Administration
(NARA). For information on the avail-
ability of this material at NARA, email
fr.inspection@nara.gov, or go to:
www.archives.gov/federal-register/cfr/ibr-
locations.hitml.

(1) Food and Drug Administration,
Center for Veterinary Medicine, 7500
Standish Pl., Rockville, MD 20855, 240—
402-7002.

(i) “Method of Analysis: N-methyl-2-
pyrrolidone,” September 26, 2011; the
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method of analysis for uncooked edible
tissues of cattle.

(ii) [Reserved]

(2) Merck Animal Health, 29160
Intervet Lane, Millsboro, DE 19966, 1-
800-211-3573.

(i) “Determinative and Confirmatory
Procedures for the Analysis of N-Meth-
y1-2-pyrrolidone (NMP) in Swine Liver
Tissue using LC-MS/MS,” July 20, 2017;
the method of analysis for uncooked
edible tissues of swine.

(ii) [Reserved]

(¢c) Related conditions of use.
§§522.814 and 522.955 of this chapter.

[87 FR 10966, Feb. 28, 2022]

PART 501—ANIMAL FOOD
LABELING

See

Subpart A—General Provisions

Sec.

501.1 Principal display panel of package
form animal food.

501.2 Information panel of package for ani-
mal food.

501.3 Identity labeling of animal food in
package form.

501.4 Animal food; designation of ingredi-
ents.

501.5 Animal food; name and place of busi-
ness of manufacturer, packer, or dis-
tributor.

501.8 Labeling of animal food with number
of servings.

501.15 Animal food; prominence of required
statements.

501.17 Animal food labeling warning state-
ments.

501.18 Misbranding of animal food.

Subpart B—Specific Animal Food Labeling
Requirements

501.22 Animal foods; labeling of spices,
flavorings, colorings, and chemical pre-
servatives.

Subparts C-E [Reserved]

Subpart F—Exemptions From Animal Food
Labeling Requirements

501.100 Animal food; exemptions from label-
ing.

501.103 Petitions requesting exemptions
from or special requirements for label
declaration of ingredients.

501.1056 Declaration of net quantity of con-
tents when exempt.

501.110 Animal feed labeling;
names for feed ingredients.

collective
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AUTHORITY: 15 U.S.C. 1453, 1454, 1455; 21
U.S.C. 321, 331, 342, 343, 348, 371.

SOURCE: 41 FR 38619, Sept. 10, 1976, unless
otherwise noted.

Subpart A—General Provisions

§501.1 Principal display panel of pack-
age form animal food.

The term principal display panel as it
applies to food in package form and as
used in this part, means the part of a
label that is most likely to be dis-
played, presented, shown, or examined
under customary conditions of display
for retail sale. The principal display
panel shall be large enough to accom-
modate all the mandatory label infor-
mation required to be placed thereon
by this part with clarity and conspicu-
ousness and without obscuring design,
vignettes, or crowding. Where packages
bear alternate principal display panels,
information required to be placed on
the principal display panel shall be du-
plicated on each principal display
panel. For the purpose of obtaining
uniform type size in declaring the
quantity of contents for all packages of
substantially the same size, the term
area of the principal display panel means
the area of the side or surface that
bears the principal display panel,
which area shall be:

(a) In the case of a rectangular pack-
age where one entire side properly can
be considered to be the principal dis-
play panel side, the product of the
height times the width of that side;

(b) In the case of a cylindrical or
nearly cylindrical container, 40 percent
of the product of the height of the con-
tainer times the circumference;

(c) In the case of any otherwise
shaped container, 40 percent of the
total surface of the container: Provided,
however, That where such container
presents an obvious principal display
panel such as the top of a triangular or
circular package, the area shall consist
of the entire top surface. In deter-
mining the area of the principal dis-
play panel, exclude tops, bottoms,
flanges at tops and bottoms of cans,
and shoulders and necks of bottles or
jars. In the case of cylindrical or near-
ly cylindrical containers, information
required by this part to appear on the
principal display panel shall appear
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within that 40 percent of the circum-
ference which is most likely to be dis-
played, presented, shown, or examined
under customary conditions of display
for retail sale.

§501.2 Information panel of package
for animal food.

(a) The term information panel as it
applies to packaged food means that
part of the label immediately contig-
uous and to the right of the principal
display panel as observed by an indi-
vidual facing the principal display
panel with the following exceptions:

(1) If the part of the label imme-
diately contiguous and to the right of
the principal display panel is too small
to accommodate the necessary infor-
mation or is otherwise unusable label
space, e.g., folded flaps or can ends, the
panel immediately contiguous and to
the right of this part of the label may
be used.

(2) If the package has one or more al-
ternate principal display panels, the in-
formation panel is immediately contig-
uous and to the right of any principal
display panel.

(3) If the top of the container is the
principal display panel and the pack-
age has no alternate principal display
panel, the information panel is any
panel adjacent to the principal display
panel.

(b) All information required to ap-
pear on the label of any package of
food pursuant to §§501.4, 501.5, 501.8 and
501.17 shall appear either on the prin-
cipal display panel or on the informa-
tion panel, unless otherwise specified
by regulations in this chapter.

(c) All information appearing on the
principal display panel or the informa-
tion panel pursuant to this section
shall appear prominently and conspicu-
ously, but in no case may the letters
and/or numbers be less than Vie inch in
height unless an exemption pursuant
to paragraph (f) of this section is estab-
lished. The requirements for conspicu-
ousness and legibility shall include the
specifications of §§501.15 and 501.105(h)
(1) and (2).

(1) Packaged foods are exempt from
the type size requirements of this para-
graph: Provided, That:

(i) The package is designed such that
it has a surface area that can bear an
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information panel and/or an alternate
principal display panel.

(ii) The area of surface available for
labeling on the principal display panel
of the package as this term is defined
in §501.1 is less than 10 square inches.

(iii) The label information includes a
full list of ingredients in accordance
with regulations in this part.

(iv) The information required by
paragraph (b) of this section appears on
the principal display panel or informa-
tion panel label in accordance with the
provisions of this paragraph (c) except
that the type size is not less than %6
inch in height.

(2) Packaged foods are exempt from
the type size requirements of this para-
graph: Provided, That:

(i) The package is designed such that
it has a single obvious principal display
panel as this term is defined in §501.1
and has no other available surface area
for an information panel or alternate
principal display panel.

(ii) The area of surface available for
labeling on the principal display panel
of the package as this term is defined
in §501.1 is less than 12 square inches
and bears all labeling appearing on the
package.

(iii) The label information includes a
full list of ingredients in accordance
with regulations in this part.

(iv) The information required by
paragraph (b) of this section appears on
the single, obvious principal display
panel in accordance with the provisions
of this paragraph (c) except that the
type size is not less than Y52 inch in
height.

(3) Packaged foods are exempt from
the type size requirements of this para-
graph: Provided, That:

(i) The package is designed such that
it has a total surface area available to
bear labeling of less than 12 square
inches.

(ii) The label information includes a
full list of ingredients in accordance
with regulations in this part.

(iii) The information required by
paragraph (b) of this section appears on
the principal display panel or informa-
tion panel label in accordance with the
provisions of this paragraph (c) except
that the type size is not less than Y52
inch in height.
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(d) All information required to ap-
pear on the principal display panel or
on the information panel pursuant to
this section shall appear on the same
panel unless there is insufficient space.
In determining the sufficiency of the
available space, any vignettes, design,
and other nonmandatory label informa-
tion shall not be considered. If there is
insufficient space for all of this infor-
mation to appear on a single panel, it
may be divided between these two pan-
els except that the information re-
quired pursuant to any given section or
part shall all appear on the same panel.
A food whose label is required to bear
the ingredient statement on the prin-
cipal display panel may bear all other
information specified in paragraph (b)
of this section on the information
panel.

(e) All information appearing on the
information panel pursuant to this sec-
tion shall appear in one place without
other intervening material.

(f) If the label of any package of food
is too small to accommodate all of the
information required by §§501.4, 501.5,
501.8, and 501.17, the Commissioner may
establish by regulation an acceptable
alternative method of disseminating
such information to the public, e.g., a
type size smaller than one-sixteenth
inch in height, or labeling attached to
or inserted in the package or available
at the point of purchase. A petition re-
questing such a regulation, as an
amendment to this paragraph shall be
submitted pursuant to part 10 of this
chapter.

[41 FR 38619, Sept. 10, 1976, as amended at 42
FR 4716, Jan. 25, 1977; 42 FR 15675, Mar. 22,
1977]

§501.3 Identity labeling of animal food
in package form.

(a) The principal display panel of a
food in package form shall bear as one
of its principal features a statement of
the identity of the commodity.

(b) Such statement of identity shall
be in terms of:

(1) The name now or hereafter speci-
fied in or required by any applicable
Federal law or regulation; or, in the
absence thereof,

(2) The common or usual name of the
food; or, in the absence thereof,
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(3) An appropriately descriptive
term, or when the nature of the food is
obvious, a fanciful name commonly
used by the public for such food.

(c) Where a food is marketed in var-
ious optional forms (whole, slices,
diced, etc.), the particular form shall
be considered to be a necessary part of
the statement of identity and shall be
declared in letters of a type size bear-
ing a reasonable relation to the size of
the letters forming the other compo-
nents of the statement of identity; ex-
cept that if the optional form is visible
through the container or is depicted by
an appropriate vignette, the particular
form need not be included in the state-
ment. This specification does not affect
the required declarations of identity
under definitions and standards for
foods promulgated pursuant to section
401 of the act.

(d) This statement of identity shall
be presented in bold type on the prin-
cipal display panel, shall be in a size
reasonably related to the most promi-
nent printed matter on such panel, and
shall be in lines generally parallel to
the base on which the package rests as
it is designed to be displayed.

(e) Under the provisions of section
403(c) of the Federal Food, Drug, and
Cosmetic Act, a food shall be deemed
to be misbranded if it is an imitation of
another food unless its label bears, in
type of uniform size and prominence,
the word imitation and, immediately
thereafter, the name of the food imi-
tated.

(1) A food shall be deemed to be an
imitation and thus subject to the re-
quirements of section 403(c) of the act
if it is a substitute for and resembles
another food but is nutritionally infe-
rior to that food.

(2) A food that is a substitute for and
resembles another food shall not be
deemed to be an imitation provided it
meets each of the following require-
ments:

(i) It is not nutritionally inferior to
the food for which it substitutes and
which it resembles.

(ii) Its label bears a common or usual
name that complies with the provisions
of §502.5 of this chapter and that is not
false or misleading, or in the absence
of an existing common or usual name,
an appropriately descriptive term that
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is not false or misleading. The label
may, in addition, bear a fanciful name
which is not false or misleading.

3) A food for which a common or
usual name is established by regulation
(e.g., in a standard of identity pursuant
to section 401 of the act, in a common
or usual name regulation and may, in
addition, bear a fanciful name which is
not false or misleading, and established
pursuant to part 502 of this chapter),
and which complies with all of the ap-
plicable requirements of such regula-
tion(s), shall not be deemed to be an
imitation.

(4) Nutritional inferiority includes:

(i) Any reduction in the content of an
essential nutrient that is present in a
measurable amount.

(ii) If the Commissioner concludes
that a food is a substitute for and re-
sembles another food but is inferior to
the food imitated for reasons other
than those set forth in this paragraph,
he may propose appropriate revisions
to this regulation or he may propose a
separate regulation governing the par-
ticular food.

(f) A label may be required to bear
the percentage(s) of a characterizing
ingredient(s) or information con-
cerning the presence or absence of an
ingredient(s) or the need to add an in-
gredient(s) as part of the common or
usual name of the food pursuant to
part 502 of this chapter.

[41 FR 38619, Sept. 10, 1976, as amended at 42
FR 14091, Mar. 15, 1977; 54 FR 18279, Apr. 28,
1989]

§501.4 Animal food; designation of in-
gredients.

(a) Ingredients required to be de-
clared on the label of a food, including
foods that comply with standards of
identity that require labeling in com-
pliance with this part 501, except those
exempted by §501.100, shall be listed by
common or usual name in descending
order of predominance by weight on ei-
ther the principal display panel or the
information panel in accordance with
the provisions of §501.2.

(b) The name of an ingredient shall
be a specific name and not a collective
(generic) name, except that:
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(1) Spices, flavorings, colorings and
chemical preservatives shall be de-
clared according to the provisions of
§501.22.

(2) An ingredient which itself con-
tains two or more ingredients and
which has an established common or
usual name, conforms to a standard es-
tablished pursuant to the Meat Inspec-
tion or Poultry Products Inspection
Acts by the U.S. Department of Agri-
culture, or conforms to a definition and
standard of identity established pursu-
ant to section 401 of the Federal Food,
Drug, and Cosmetic Act, shall be des-
ignated in the statement of ingredients
on the label of such food by either of
the following alternatives:

(i) By declaring the established com-
mon or usual name of the ingredient
followed by a parenthetical listing of
all ingredients contained therein in de-
scending order of predominance except
that, if the ingredient is a food subject
to a definition and standard of identity
established in this subchapter E, only
the ingredients required to be declared
by the definition and standard of iden-
tity need be listed; or

(ii) By incorporating into the state-
ment of ingredients in descending order
of predominance in the finished food,
the common or usual name of every
component of the ingredient without
listing the ingredient itself.

(3) Skim milk, concentrated skim
milk, reconstituted skim milk, and
nonfat dry milk may be declared as
skim milk or nonfat milk.

(4) Milk, concentrated milk, reconsti-
tuted milk, and dry whole milk may be
declared as milk.

(5) Bacterial cultures may be de-
clared by the word cultured followed by
the name of the substrate, e.g., made
from cultured skim milk or cultured but-
termilk.

(6) Sweetcream buttermilk, con-
centrated sweetcream buttermilk, re-
constituted sweetcream buttermilk,
and dried sweetcream buttermilk may
be declared as buttermilk.

(7) Whey, concentrated whey, recon-
stituted whey, and dried whey may be
declared as whey.

(8) Cream, reconstituted cream, dried
cream, and plastic cream (sometimes
known as concentrated milkfat) may
be declared as cream.
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(9) Butteroil and anhydrous butterfat
may be declared as butterfat.

(10) Dried whole eggs, frozen whole
eggs, and liquid whole eggs may be de-
clared as eggs.

(11) Dried egg whites, frozen egg
whites, and liquid egg whites may be
declared as egg whites.

(12) Dried egg yolks, frozen egg yolks,
and liquid egg yolks may be declared as
egg yolks.

(13) A livestock or poultry feed may
be declared by a collective name listed
in §501.110 if it is an animal feed within
the meaning of section 201(w) of the act
and meets the requirements for the use
of a collective name as prescribed in
§501.110 for certain feed ingredients.

(14) [Reserved]

(156) When all the ingredients of a
wheat flour are declared in an ingre-
dient statement, the principal ingre-
dient of the flour shall be declared by
the name(s) specified in §§137.105,
137.200, 137.220, 137.225 of this chapter,
i.e., the first ingredient designated in
the ingredient 1list of flour, or
bromated flour, or enriched flour, or
self-rising flour is flour, white flour,
wheat flour, or plain flour; the first in-
gredient designated in the ingredient
list of durum flour is durum flour; the
first ingredient designated in the ingre-
dient list of whole wheat flour, or
bromated whole wheat flour is whole
wheat flour, graham flour, or entire
wheat flour; and the first ingredient
designated in the ingredient list of
whole durum wheat flour is whole
durum wheat flour.

(c) When water is added to reconsti-
tute, completely or partially, an ingre-
dient permitted by paragraph (b) of
this section to be declared by a class
name, the position of the ingredient
class name in the ingredient statement
shall be determined by the weight of
the unreconstituted ingredient plus the
weight of the quantity of water added
to reconstitute that ingredient, up to
the amount of water needed to recon-
stitute the ingredient to single
strength. Any water added in excess of
the amount of water needed to recon-
stitute the ingredient to single
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strength shall be declared as water in
the ingredient statement.

[41 FR 38619, Sept. 10, 1976, as amended at 42
FR 14091, Mar. 15, 1977; 60 FR 38480, July 27,
1995]

§501.5 Animal food; name and place of
business of manufacturer, packer,
or distributor.

(a) The label of a food in packaged
form shall specify conspicuously the
name and place of business of the man-
ufacturer, packer, or distributor.

(b) The requirement for declaration
of the name of the manufacturer, pack-
er, or distributor shall be deemed to be
satisfied, in the case of a corporation,
only by the actual corporate name,
which may be preceded or followed by
the name of the particular division of
the corporation. In the case of an indi-
vidual, partnership, or association, the
name under which the business is con-
ducted shall be used.

(c) Where the food is not manufac-
tured by the person whose name ap-
pears on the label, the name shall be
qualified by a phrase that reveals the
connection such person has with such
food; such as ‘“Manufactured for

0 “Distributed by
, . or any other wording
that expresses the facts.

(d) The statement of the place of
business shall include the street ad-
dress, city, state, and ZIP Code; how-
ever, the street address may be omitted
if it is shown in a current city direc-
tory or telephone directory. The re-
quirement for inclusion of the ZIP
Code shall apply only to consumer
commodity labels developed or revised
after the effective date of this section.
In the case of nonconsumer packages,
the ZIP Code shall appear either on the
label or the labeling (including in-
voice).

(e) If a person manufactures, packs,
or distributes a food at a place other
than his principal place of business, the
label may state the principal place of
business in lieu of the actual place
where such food was manufactured or
packed or is to be distributed, unless
such statement would be misleading.
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§501.8 Labeling of animal food with
number of servings.

(a) The label of any package of a food
which bears a representation as to the
number of servings contained in such
package shall bear in immediate con-
junction with such statement, and in
the same size type as is used for such
statement, a statement of the net
quantity (in terms of weight, measure,
or numerical count) of each such serv-
ing; however, such statement may be
expressed in terms that differ from the
terms used in the required statement
of net quantity of contents (for exam-
ple, cupfuls, tablespoonfuls, etc.) when
such differing term is common to cook-
ery and describes a constant quantity.
Such statement may not be misleading
in any particular. A statement of the
number of units in a package is not in
itself a statement of the number of
servings.

(b) If there exists a voluntary prod-
uct standard promulgated pursuant to
the procedures found in 15 CFR part 10
by the Department of Commerce, quan-
titatively defining the meaning of the
term serving with respect to a par-
ticular food, then any label representa-
tion as to the number of servings in
such packaged food shall correspond
with such quantitative definition.
(Copies of published standards are
available upon request from the Na-
tional Bureau of Standards, Depart-
ment of Commerce, Washington, DC
20234.)

§501.15 Animal food; prominence of
required statements.

(a) A word, statement, or other infor-
mation required by or under authority
of the act to appear on the label may
lack that prominence and conspicuous-
ness required by section 403(f) of the
act by reason (among other reasons) of:

(1) The failure of such word, state-
ment, or information to appear on the
part or panel of the label which is pre-
sented or displayed under customary
conditions of purchase;

(2) The failure of such word, state-
ment, or information to appear on two
or more parts or panels of the label,
each of which has sufficient space
therefor, and each of which is so de-
signed as to render it likely to be,
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under customary conditions of pur-
chase, the part or panel displayed;

(3) The failure of the label to extend
over the area of the container or pack-
age available for such extension, so as
to provide sufficient label space for the
prominent placing of such word, state-
ment, or information;

(4) Insufficiency of label space (for
the prominent placing of such word,
statement, or information) resulting
from the use of label space for any
word, statement, design, or device
which is not required by or under au-
thority of the act to appear on the
label;

(5) Insufficiency of label space (for
the prominent placing of such word,
statement, or information) resulting
from the use of label space to give ma-
terially greater conspicuousness to any
other word, statement, or information,
or to any design or device; or

(6) Smallness or style of type in
which such word, statement, or infor-
mation appears, insufficient back-
ground contrast, obscuring designs or
vignettes, or crowding with other writ-
ten, printed, or graphic matter.

(b) No exemption depending on insuf-
ficiency of label space, as prescribed in
regulations promulgated under section
403(e) or (i) of the act, shall apply if
such insufficiency is caused by:

(1) The use of label space for any
word, statement, design, or device
which is not required by or under au-
thority of the act to appear on the
label;

(2) The use of label space to give
greater conspicuousness to any word,
statement, or other information that is
required by section 403(f) of the act; or

(3) The use of label space for any rep-
resentation in a foreign language.

(c)(1) All words, statements, and
other information required by or under
authority of the act to appear on the
label or labeling shall appear thereon
in the English language: Provided, how-
ever, That in the case of articles dis-
tributed solely in the Commonwealth
of Puerto Rico or in a territory where
the predominant language is one other
than English, the predominant lan-
guage may be substituted for English.

(2) If the label contains any represen-
tation in a foreign language, all words,
statements, and other information re-
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quired by or under authority of the act
to appear on the label shall appear
thereon in the foreign language.

(3) If any article of labeling (other
than a label) contains any representa-
tion in a foreign language, all words,
statements, and other information re-
quired by or under authority of the act
to appear on the label or labeling shall
appear on such article of labeling.

§501.17 Animal food labeling warning
statements.

(a) Self-pressurized containers. (1) The
label of a food packaged in a self-pres-
surized container and intended to be
expelled from the package under pres-
sure shall bear the following warning:

Warning Avoid spraying in eyes. Con-
tents under pressure. Do not puncture
or incinerate. Do not store at tempera-
ture above 120 °F. Keep out of reach of
children.

(2) In the case of products intended
for use by children, the phrase ‘‘except
under adult supervision” may be added
at the end of the last sentence in the
warning required by paragraph (a)(1) of
this section.

(3) In the case of products packaged
in glass containers, the word ‘‘break”
may be substituted for the word
“puncture’’ in the warning required by
paragraph (a)(1) of this section.

(4) The words ‘‘Avoid spraying in
eyes” may be deleted from the warning
required by paragraph (a)(1) of this sec-
tion in the case of a product not ex-
pelled as a spray.

(b) Self-pressurized containers with
halocarbon or hydrocarbon propellants.
(1) In addition to the warning required
by paragraph (a) of this section, the
label of a food packaged in a self-pres-
surized container in which the propel-
lant consists in whole or in part of a
halocarbon or a hydrocarbon shall bear
the following warning:

Warning Use only as directed. Inten-
tional misuse by deliberately concen-
trating and inhaling the contents can
be harmful or fatal.

(2) The warning required by para-
graph (b)(1) of this section is not re-
quired for the following products:

(i) Products expelled in the form of a
foam or cream, which contain less than
10 percent propellant in the container.
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(ii) Products in a container with a
physical barrier that prevents escape of
the propellant at the time of use.

(iii) Products of a net quantity of
contents of less than 2 ozs that are de-
signed to release a measured amount of
product with each valve actuation.

(iv) Products of a net quantity of
contents of less than % oz.

(c) Animal food containing or manufac-
tured with a chlorofluorocarbon or other
ozone-depleting substance. Labeling re-
quirements for animal foods that con-
tain or are manufactured with a
chlorofluorocarbon or other ozone-de-
pleting substance designated by the
Environmental Protection Agency
(EPA) are set forth in 40 CFR part 82.

[41 FR 38619, Sept. 10, 1976, as amended at 42
FR 22033, Apr. 29, 1977; 61 FR 20101, May 3,
1996]

§501.18 Misbranding of animal food.

(a) Among representations in the la-
beling of a food which render such food
misbranded is a false or misleading
representation with respect to another
food or a drug, device, or cosmetic.

(b) The labeling of a food which con-
tains two or more ingredients may be
misleading by reason (among other rea-
sons) of the designation of such food in
such labeling by a name which includes
or suggests the name of one or more
but not all such ingredients, even
though the names of all such ingredi-
ents are stated elsewhere in the label-
ing.

(c) Among representations in the la-
beling of a food which render such food
misbranded is any representation that
expresses or implies a geographical ori-
gin of the food or any ingredient of the
food except when such representation
is either:

(1) A truthful representation of geo-
graphical origin.

(2) A trademark or trade name pro-
vided that as applied to the article in
question its use is not deceptively
misdescriptive. A trademark or trade
name comprised in whole or in part of
geographical words shall not be consid-
ered deceptively misdescriptive if it:

(i) Has been so long and exclusively
used by a manufacturer or distributor
that it is generally understood by the
consumer to mean the product of a par-
ticular manufacturer or distributor; or
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(ii) Is so arbitrary or fanciful that it
is not generally understood by the con-
sumer to suggest geographic origin.

(3) A part of the name required by ap-
plicable Federal law or regulation.

(4) A name whose market signifi-
cance is generally understood by the
consumer to connote a particular class,
kind, type, or style of food rather than
to indicate geographical origin.

Subpart B—Specific Animal Food
Labeling Requirements

§501.22 Animal foods; labeling
spices, flavorings, colorings,
chemical preservatives.

of
and

(a)(1) The term artificial flavor or arti-
ficial flavoring means any substance,
the function of which is to impart fla-
vor, which is not derived from a spice,
fruit or fruit juice, vegetable or vege-
table juice, edible yeast, herb, bark,
bud, root, leaf or similar plant mate-
rial, meat, fish, poultry, eggs, dairy
products, or fermentation products
thereof. Artificial flavor includes the
substances listed in §§172.515(b) and
582.60 of this chapter except where
these are derived from natural sources.

(2) The term spice means any aro-
matic vegetable substance in the
whole, broken, or ground form, except
for those substances which have been
traditionally regarded as foods, such as
onions, garlic and celery; whose signifi-
cant function in food is seasoning rath-
er than nutritional; that is true to
name; and from which no portion of
any volatile oil or other flavoring prin-
ciple has been removed. Spices include
the spices listed in subpart A of part
582 of this chapter, such as the fol-
lowing:

Allspice, Anise, Basil, Bay leaves, Caraway
seed, Cardamon, Celery seed, Chervil, Cin-
namon, Cloves, Coriander, Cumin seed, Dill
seed, Fennel seed, Fenugreek, Ginger,
Horseradish, Mace, Marjoram, Mustard
flour, Nutmeg, Oregano, Paprika, Parsley,
Pepper, black; Pepper, white; Pepper, red;
Rosemary, Saffron, Sage, Savory, Star ani-
seed, Tarragon, Thyme, Turmeric.

Paprika, turmeric, and saffron or other
spices which are also colors, shall be
declared as spice and coloring unless de-
clared by their common or usual name.
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(3) The term natural flavor or natural
flavoring means the essential oil, oleo-
resin, essence or extractive, protein hy-
drolysate, distillate, or any product of
roasting, heating or enzymolysis,
which contains the flavoring constitu-
ents derived from a spice, fruit or fruit
juice, vegetable or vegetable juice, edi-
ble yeast, herb, bark, bud, root, leaf or
similar plant material, meat, seafood,
poultry, eggs, dairy products, or fer-
mentation products thereof, whose sig-
nificant function in food is flavoring
rather than nutritional. Natural fla-
vors, include the natural essence or ex-
tractives obtained from plants listed in
subpart A of part 582 of this chapter,
and the substances listed in §172.510 of
this chapter.

(4) The term artificial color or artificial
coloring means any color additive as de-
fined in §70.3(f) of this chapter.

(6) The term chemical preservative
means any chemical that, when added
to food, tends to prevent or retard de-
terioration thereof, but does not in-
clude common salt, sugars, vinegars,
spices, or oils extracted from spices,
substances added to food by direct ex-
posure thereof to wood smoke, or
chemicals applied for their insecticidal
or herbicidal properties.

(b) A food which is subject to the re-
quirements of section 403(k) of the act
shall bear labeling, even though such
food is not in package form.

(c) A statement of artificial fla-
voring, artificial coloring, or chemical
preservative shall be placed on the
food, or on its container or wrapper, or
on any two or all of these, as may be
necessary to render such statement
likely to be read by the ordinary indi-
vidual under customary conditions of
purchase and use of such food.

(d) A food shall be exempt from com-
pliance with the requirements of sec-
tion 403(k) of the act if it is not in
package form and the units thereof are
so small that a statement of artificial
flavoring, artificial coloring, or chem-
ical preservative, as the case may be,
cannot be placed on such units with
such conspicuousness as to render it
likely to be read by the ordinary indi-
vidual under customary conditions of
purchase and use.

(e) A food shall be exempt while held
for sale from the requirements of sec-
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tion 403(k) of the act (requiring label
statement of any artificial flavoring,
artificial coloring, or chemical preserv-
atives) if said food, having been re-
ceived in bulk containers at a retail es-
tablishment, is displayed to the pur-
chaser with either (1) the labeling of
the bulk container plainly in view or
(2) a counter card, sign, or other appro-
priate device bearing prominently and
conspicuously the information required
to be stated on the label pursuant to
section 403(k) of the act.

(f) A fruit or vegetable shall be ex-
empt from compliance with the re-
quirements of section 403(k) of the act
with respect to a chemical preservative
applied to the fruit or vegetable as a
pesticide chemical prior to harvest.

(g) A flavor shall be labeled in the
following way when shipped to a food
manufacturer or processor (but not a
consumer) for use in the manufacture
of a fabricated food, unless it is a fla-
vor for which a standard of identity
has been promulgated, in which case it
shall be labeled as provided in the
standard:

(1) If the flavor consists of one ingre-
dient, it shall be declared by its com-
mon or usual name.

(2) If the flavor consists of two or
more ingredients, the label either may
declare each ingredient by its common
or usual name or may state ‘“All flavor
ingredients contained in this product
are approved for use in a regulation of
the Food and Drug Administration.”
Any flavor ingredient not contained in
one of these regulations, and any non-
flavor ingredient, shall be separately
listed on the label.

(3) In cases where the flavor contains
a solely natural flavor(s), the flavor
shall be so labeled, e.g., strawberry fla-
vor, banana flavor, or natural strawberry
flavor. In cases where the flavor con-
tains both a natural flavor and an arti-
ficial flavor, the flavor shall be so la-
beled, e.g., natural and artificial straw-
berry flavor. In cases where the flavor
contains a solely artificial flavor(s),
the flavor shall be so labeled, e.g., arti-
ficial strawberry flavor.

(h) The label of a food to which flavor
is added shall declare the flavor in the
statement of ingredients in the fol-
lowing way:
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(1) Spice, natural flavor, and artifi-
cial flavor may be declared as spice,
natural flavor, or artificial flavor, or any
combination thereof, as the case may
be.

(2) An incidental additive in a food,
originating in a spice or flavor used in
the manufacture of the food, need not
be declared in the statement of ingredi-
ents if it meets the requirements of
§501.100(a)(3).

(3) Substances obtained by cutting,
grinding, drying, pulping, or similar
processing of tissues derived from fruit,
vegetable, meat, fish, or poultry, e.g.,
powdered or granulated onions, garlic
powder, and celery powder, are com-
monly understood by consumers to be
food rather than flavor and shall be de-
clared by their common or usual name.

(4) Any salt (sodium chloride) used as
an ingredient in food shall be declared
by its common or usual name salt.

(5) Any monosodium glutamate used
as an ingredient in food shall be de-
clared by its common or usual name
monosodium glutamate.

(6) Any pyroligneous acid or other ar-
tificial smoke flavors used as an ingre-
dient in a food may be declared as arti-
ficial flavor or artificial smoke flavor. No
representation may be made, either di-
rectly or implied, that a food flavored
with pyroligneous acid or other artifi-
cial smoke flavor has been smoked or
has a true smoked flavor, or that a sea-
soning sauce or similar product con-
taining pyroligneous acid or other arti-
ficial smoke flavor and used to season
or flavor other foods will result in a
smoked product or one having a true
smoked flavor.

(i) If the label, labeling, or adver-
tising of a food makes any direct or in-
direct representations with respect to
the primary recognizable flavor(s), by
word, vignette, e.g., depiction of a fruit,
or other means, or if for any other rea-
son the manufacturer or distributor of
a food wishes to designate the type of
flavor in the food other than through
the statement of ingredients, such fla-
vor shall be considered the character-
izing flavor and shall be declared in the
following way:

(1) If the food contains no artificial
flavor which simulates, resembles or
reinforces the characterizing flavor,
the name of the food on the principal
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display panel or panels of the label
shall be accompanied by the common
or usual name of the characterizing fla-
vor in letters not less than one-half the
height of the letters used in the name
of the food, except that:

(i) If the food is one that is com-
monly expected to contain a character-
izing food ingredient, and the food con-
tains natural flavor derived from such
ingredient and an amount of character-
izing ingredient insufficient to inde-
pendently characterize the food, or the
food contains no such ingredient, the
name of the characterizing flavor may
be immediately preceded by the word
natural and shall be immediately fol-
lowed by the word flavored in letters
not less than one-half the height of the
letters in the name of the character-
izing flavor.

(ii) If none of the natural flavor used
in the food is derived from the product
whose flavor is simulated, the food in
which the flavor is used shall be la-
beled either with the flavor of the prod-
uct from which the flavor is derived or
as artificially flavored.

(iii) If the food contains both a char-
acterizing flavor from the product
whose flavor is simulated and other
natural flavor which simulates, resem-
bles or reinforces the characterizing
flavor, the food shall be labeled in ac-
cordance with the introductory text
and paragraph (i)(1)(i) of this section
and the name of the food shall be im-
mediately followed by the words with
other natural flavor in letters not less
than one-half the height of the letters
used in the name of the characterizing
flavor.

(2) If the food contains any artificial
flavor which simulates, resembles or
reinforces the characterizing flavor,
the name of the food on the principal
display panel or panels of the label
shall be accompanied by the common
or usual name(s) of the characterizing
flavor, in letters not less than one-half
the height of the letters used in the
name of the food and the name of the
characterizing flavor shall be accom-
panied by the word(s) artificial or artifi-
cially flavored, in letters not less than
one-half the height of the letters in the
name of the characterizing flavor.

(3) Wherever the name of the charac-
terizing flavor appears on the label
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(other than in the statement of ingre-
dients) so conspicuously as to be easily
seen under customary conditions of
purchase, the words prescribed by this
paragraph shall immediately and con-
spicuously precede or follow such
name, without any intervening writ-
ten, printed, or graphic matter, except:

(i) Where the characterizing flavor
and a trademark or brand are pre-
sented together, other written, printed,
or graphic matter that is a part of or is
associated with the trademark or
brand may intervene if the required
words are in such relationship with the
trademark or brand as to be clearly re-
lated to the characterizing flavor; and

(ii) If the finished product contains
more than one flavor subject to the re-
quirements of this paragraph, the
statements required by this paragraph
need appear only once in each state-
ment of characterizing flavors present
in such food.

(iii) If the finished product contains
three or more distinguishable charac-
terizing flavors, or a blend of flavors
with no primary recognizable flavor,
the flavor may be declared by an appro-
priately descriptive generic term in
lieu of naming each flavor.

(4) A flavor supplier shall certify, in
writing, that any flavor he supplies
which is designated as containing no
artificial flavor does not, to the best of
his knowledge and belief, contain any
artificial flavor, and that he has added
no artificial flavor to it. The require-
ment for such certification may be sat-
isfied by a guarantee under section
303(c)(2) of the act which contains such
a specific statement. A flavor used
shall be required to make such a writ-
ten certification only where he adds to
or combines another flavor with a fla-
vor which has been certified by a flavor
supplier as containing no artificial fla-
vor, but otherwise such user may rely
upon the supplier’s certification and
need make no separate certification.
All such certifications shall be re-
tained by the certifying party through-
out the period in which the flavor is
supplied and for a minimum of 3 years
thereafter, and shall be subject to the
following conditions:

(i) The certifying party shall make
such certifications available upon re-
quest at all reasonable hours to any
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duly authorized officer, or employee of
the Food and Drug Administration or
any other employee acting on behalf of
the Secretary of Health and Human
Services. Such certifications are re-
garded by the Food and Drug Adminis-
tration as reports to the government
and as guarantees or other under-
takings within the meaning of section
301(h) of the act and subject the certi-
fying party to the penalties for making
any false report to the government
under 18 U.S.C. 1001 and any false guar-
antee or undertaking under section
303(a) of the act. The defenses provided
under section 303(c)(2) of the act shall
be applicable to the certifications pro-
vided for in this section.

(ii) Wherever possible, the Food and
Drug Administration shall verify the
accuracy of a reasonable number of
certifications made pursuant to this
section, constituting a representative
sample of such certifications, and shall
not request all such certifications.

(iii) Where no person authorized to
provide such information is reasonably
available at the time of inspection, the
certifying party shall arrange to have
such person and the relevant materials
and records ready for verification as
soon as practicable; provided that,
whenever the Food and Drug Adminis-
tration has reason to believe that the
supplier or user may utilize this period
to alter inventories or records, such ad-
ditional time shall not be permitted.
Where such additional time is pro-
vided, the Food and Drug Administra-
tion may require the certifying party
to certify that relevant inventories
have not been materially disturbed and
relevant records have not been altered
or concealed during such period.

(iv) The certifying party shall pro-
vide, to an officer or representative
duly designated by the Secretary, such
qualitative statement of the composi-
tion of the flavor or product covered by
the certification as may be reasonably
expected to enable the Secretary’s rep-
resentatives to determine which rel-
evant raw and finished materials and
flavor ingredient records are reason-
ably necessary to verify the certifi-
cations. The examination conducted by
the Secretary’s representative shall be
limited to inspection and review of in-
ventories and ingredient records for
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those certifications which are to be
verified.

(v) Review of flavor ingredient
records shall be limited to the quali-
tative formula and shall not include
the quantitative formula. The person
verifying the certifications may make
only such notes as are necessary to en-
able him to verify such certification.
Only such notes or such flavor ingre-
dient records as are necessary to verify
such certification or to show a poten-
tial or actual violation may be re-
moved or transmitted from the certi-
fying party’s place of business: Pro-
vided, That, where such removal or
transmittal is necessary for such pur-
poses the relevant records and notes
shall be retained as separate docu-
ments in Food and Drug Administra-
tion files, shall not be copied in other
reports, and shall not be disclosed pub-
licly other than in a judicial pro-
ceeding brought pursuant to the act or
18 U.S.C. 1001.

(j) A food to which a chemical pre-
servative(s) is added shall, except when
exempt pursuant to §501.100, bear a
label declaration stating both the com-
mon or usual name of the ingredient(s)
and a separate description of its func-
tion, e.g., preservative, to retard spoilage,
a mold inhibitor, to help protect flavor or
to promote color retention.

(k) The label of an animal food to
which any coloring has been added
shall declare the coloring in the state-
ment of ingredients in the manner
specified in paragraphs (k)(1) and (k)(2)
of this section.

(1) A color additive or the lake of a
color additive subject to certification
under section 721(c) of the act shall be
declared by the name of the color addi-
tive listed in the applicable regulation
in part 74 or part 82 of this chapter, ex-
cept that it is not necessary to include
the “FD&C” prefix or the term ‘‘No.”
in the declaration, but the term
“Lake” shall be included in the dec-
laration of the lake of the certified
color additive (e.g., Blue 1 Lake). Man-
ufacturers may parenthetically declare
an appropriate alternative name of the
certified color additive following its
common or usual name as specified in
part 74 or part 82 of this chapter.

(2) Color additives not subject to cer-
tification may be declared as ‘‘Artifi-
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cial Color,” ‘‘Artificial Color Added,”
or ‘“‘Color Added” (or by an equally in-
formative term that makes clear that a
color additive has been used in the
food). Alternatively, such color addi-
tives may be declared as ‘“‘Colored with

> or ‘¢ color,” the blank
to be filled with the name of the color
additive listed in the applicable regula-
tion in part 73 of this chapter.

[41 FR 38619, Sept. 10, 1976, as amended at 42
FR 14091, Mar. 15, 1977; 42 FR 15675, Mar. 22,
1977; 76 FR 71254, Nov. 17, 2011]

Subparts C-E [Reserved]

Subpart F—Exemptions From Ani-
mal Food Labeling Require-
ments

§501.100 Animal
from labeling.

food; exemptions

(a) The following foods are exempt
from compliance with the require-
ments of section 403(i)(2) of the act (re-
quiring a declaration on the label of
the common or usual name of each in-
gredient when the food is fabricated
from two or more ingredients).

(1) An assortment of different items
of food, when variations in the items
that make up different packages
packed from such assortment normally
occur in good packing practice and
when such variations result in vari-
ations in the ingredients in different
packages, with respect to any ingre-
dient that is not common to all pack-
ages. Such exemption, however, shall
be on the condition that the label shall
bear, in conjunction with the names of
such ingredients as are common to all
packages, a statement (in terms that
are as informative as practicable and
that are not misleading) indicating by
name other ingredients which may be
present.

(2) A food having been received in
bulk containers at a retail establish-
ment, if displayed to the purchaser
with either (i) the labeling of the bulk
container plainly in view or (i) a
counter card, sign, or other appropriate
device bearing prominently and con-
spicuously the information required to
be stated on the label pursuant to sec-
tion 403(i)(2) of the act.
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(3) Incidental additives that are
present in a food at insignificant levels
and do not have any technical or func-
tional effect in that food. For the pur-
poses of this paragraph (a)(3), inci-
dental additives are:

(i) Substances that have no technical
or functional effect but are present in a
food by reason of having been incor-
porated into the food as an ingredient
of another food, in which the substance
did have a functional or technical ef-
fect.

(ii) Processing aids, which are as fol-
lows:

(a) Substances that are added to a
food during the processing of such food
but are removed in some manner from
the food before it is packaged in its fin-
ished form.

(b) Substances that are added to a
food during processing, are converted
into constituents normally present in
the food, and do not significantly in-
crease the amount of the constituents
naturally found in the food.

(c) Substances that are added to a
food for their technical or functional
effect in the processing but are present
in the finished food at insignificant
levels and do not have any technical or
functional effect in that food.

(iii) Substances migrating to food
from equipment or packaging or other-
wise affecting food that are not food
additives as defined in section 201(s) of
the act; or if they are food additives as
so defined, they are used in conformity
with regulations established pursuant
to section 409 of the act.

(b) A food repackaged in a retail es-
tablishment is exempt from the fol-
lowing provisions of the act if the con-
ditions specified are met.

(1) Section 403(e)(1) of the act (requir-
ing a statement on the label of the
name and place of business of the man-
ufacturer, packer, or distributor).

(2) Section 403(g)(2) of the act (requir-
ing the label of a food which purports
to be or is represented as one for which
a definition and standard of identity
has been prescribed to bear the name of
the food specified in the definition and
standard and, insofar as may be re-
quired by the regulation establishing
the standard the common names of the
optional ingredients present in the
food), if the food is displayed to the

27

§501.100

purchaser with its interstate labeling
clearly in view, or with a counter card,
sign, or other appropriate device bear-
ing prominently and conspicuously the
information required by these provi-
sions.

(3) Section 403(i)(1) of the act (requir-
ing the label to bear the common or
usual name of the food), if the food is
displayed to the purchaser with its
interstate labeling clearly in view, or
with a counter card, sign, or other ap-
propriate device bearing prominently
and conspicuously the common or
usual name of the food, or if the com-
mon or usual name of the food is clear-
ly revealed by its appearance.

(c) [Reserved]

(d) Except as provided by paragraphs
(e) and (f) of this section, a shipment or
other delivery of a food which is, in ac-
cordance with the practice of the trade,
to be processed, labeled, or repacked in
substantial quantity at an establish-
ment other than that where originally
processed or packed, shall be exempt,
during the time of introduction into
and movement in interstate commerce
and the time of holding in such estab-
lishment, from compliance with the la-
beling requirements of section 403 (c),
(e), (), (h), (i), (j) and (k) of the act if:

(1) The person who introduced such
shipment or delivery into interstate
commerce is the operator of the estab-
lishment where such food is to be proc-
essed, labeled, or repacked; or

(2) In case such person is not such op-
erator, such shipment or delivery is
made to such establishment under a
written agreement, signed by and con-
taining the post office addresses of
such person and such operator, and
containing such specifications for the
processing, labeling, or repacking, as
the case may be, of such food in such
establishment as will ensure, if such
specifications are followed, that such
food will not be adulterated or mis-
branded within the meaning of the act
upon completion of such processing, la-
beling, or repacking. Such person and
such operator shall each keep a copy of
such agreement until 2 years after the
final shipment or delivery of such food
from such establishment, and shall
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make such copies available for inspec-
tion at any reasonable hour to any offi-
cer or employee of the Department who
requests them.

(e) Conditions affecting expiration of
exemptions.

(1) An exemption of a shipment or
other delivery of a food under para-
graph (d)(1) of this section shall, at the
beginning of the act of removing such
shipment or delivery, or any part
thereof, from such establishment be-
come void ab initio if the food com-
prising such shipment, delivery, or part
is adulterated or misbranded within
the meaning of the act when so re-
moved.

(2) An exemption of a shipment or
other delivery of a food under para-
graph (d)(2) of this section shall be-
come void ab initio with respect to the
person who introduced such shipment
or delivery into interstate commerce
upon refusal by such person to make
available for inspection a copy of the
agreement, as required by paragraph
(d)(2) of this section.

(3) An exemption of a shipment or
other delivery of a food under para-
graph (d)(2) of this section shall expire:

(i) At the beginning of the act of re-
moving such shipment or delivery, or
any part thereof, from such establish-
ment if the food comprising such ship-
ment, delivery, or part is adulterated
or misbranded within the meaning of
the act when so removed; or

(ii) Upon refusal by the operator of
the establishment where such food is to
be processed, labeled, or repacked, to
make available for inspection a copy of
the agreement as required by such
paragraph.

(f) [Reserved]

(g) The label declaration of a harm-
less marker used to identify a par-
ticular manufacturer’s product may re-
sult in unfair competition through re-
vealing a trade secret. Exemption from
the label declaration of such a marker
is granted, therefore, provided that the
following conditions are met:

(1) The person desiring to use the
marker without label declaration of its
presence has submitted to the Commis-
sioner of Food and Drugs full informa-
tion concerning the proposed usage and
the reasons why he believes label dec-
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laration of the marker should be sub-
ject to this exemption; and

(2) The person requesting the exemp-
tion has received from the Commis-
sioner of Food and Drugs a finding that
the marker is harmless and that the
exemption has been granted.

§501.103 Petitions requesting exemp-
tions from or special requirements
for label declaration of ingredients.

The Commissioner of Food and

Drugs, either on his own initiative or
on behalf of any interested person who
has submitted a petition pursuant to
part 10 of this chapter may issue a pro-
posal to amend §501.4 to specify the
manner in which an ingredient(s) shall
be declared, i.e., by specific or class
name, or §501.100 to exempt an ingre-
dient(s) from the requirements for
label declaration.

[41 FR 38619, Sept. 10, 1976, as amended at 42
FR 156675, Mar. 22, 1977]

§501.105 Declaration of net quantity
of contents when exempt.

(a) The principal display panel of a
food in package form shall bear a dec-
laration of the net quantity of con-
tents. This shall be expressed in the
terms of weight, measure, numerical
count, or a combination of numerical
count and weight or measure. The
statement shall be in terms of fluid
measure if the food is liquid, or in
terms of weight if the food is solid,
semisolid, or viscous, or a mixture of
solid and liquid; except that such state-
ment may be in terms of dry measure
if the food is a fresh fruit, fresh vege-
table, or other dry commodity that is
customarily sold by dry measure. If
there is a firmly established general
consumer usage and trade custom of
declaring the contents of a liquid by
weight, or a solid, semisolid, or viscous
product by fluid measure, it may be
used. Whenever the Commissioner de-
termines that an existing practice of
declaring net quantity of contents by
weight, measure, numerical count, or a
combination in the case of a specific
packaged food does not facilitate value
comparisons by consumers and offers
opportunity for consumer confusion, he
will by regulation designate the appro-
priate term or terms to be used for
such commodity.
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(b)(1) Statements of weight shall be
in terms of avoirdupois pound and
ounce.

(2) Statements of fluid measure shall
be in terms of the U.S. gallon of 231
cubic inches and quart, pint, and fluid
ounce subdivisions thereof, and shall:

(i) In the case of frozen food that is
sold and consumed in a frozen state,
express the volume at the frozen tem-
perature.

(ii) In the case of refrigerated food
that is sold in the refrigerated state,
express the volume at 40 °F (4 °C).

(iii) In the case of other foods, ex-
press the volume at 68 °F (20 °C).

(3) Statements of dry measure shall
be in terms of the U.S. bushel of
2,150.42 cubic inches and peck, dry
quart, and dry pint subdivisions there-
of.

(c) When the declaration of quantity
of contents by numerical count does
not give adequate information as to
the quantity of food in the package, it
shall be combined with such statement
of weight, measure, or size of the indi-
vidual units of the foods as will provide
such information.

(d) The declaration may contain
common or decimal fractions. A com-
mon fraction shall be in terms of
halves, quarters, eighths, sixteenths, or
thirty-seconds; except that if there ex-
ists a firmly established general con-
sumer usage and trade custom of em-
ploying different common fractions in
the net quantity declaration of a par-
ticular commodity, they may be em-
ployed. A common fraction shall be re-
duced to its lowest terms; a decimal
fraction shall not be carried out to
more than two places. A statement
that includes small fractions of an
ounce shall be deemed to permit small-
er variations than one which does not
include such fractions.

(e) The declaration shall be located
on the principal display panel of the
label, and with respect to packages
bearing alternate principal panels it
shall be duplicated on each principal
display panel.

(f) The declaration shall appear as a
distinct item on the principal display
panel, shall be separated (by at least a
space equal to the height of the let-
tering used in the declaration) from
other printed label information appear-
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ing above or below the declaration and
(by at least a space equal to twice the
width of the letter ‘“N”’ of the style of
type used in the quantity of contents
statement) from other printed label in-
formation appearing to the left or right
of the declaration. It shall not include
any term qualifying a unit of weight,
measure, or count (such as jumbo quart
and full gallon) that tends to exag-
gerate the amount of the food in the
container. It shall be placed on the
principal display panel within the bot-
tom 30 percent of the area of the label
panel in lines generally parallel to the
base on which the package rests as it is
designed to be displayed: Provided,
That on packages having a principal
display panel of 5 square inches or less,
the requirement for placement within
the bottom 30 percent of the area of the
label panel shall not apply when the
declaration of net quantity of contents
meets the other requirements of this
part.

(g) The declaration shall accurately
reveal the quantity of food in the pack-
age exclusive of wrappers and other
material packed therewith; provided
that in the case of foods packed in con-
tainers designed to deliver the food
under pressure, the declaration shall
state the net quantity of the contents
that will be expelled when the instruc-
tions for use as shown on the container
are followed. The propellant is included
in the net quantity declaration.

(h) The declaration shall appear in
conspicuous and easily legible boldface
print or type in distinct contrast (by
typography, layout, color, embossing,
or molding) to other matter on the
package; except that a declaration of
net quantity blown, embossed, or mold-
ed on a glass or plastic surface is per-
missible when all label information is
so formed on the surface. Requirements
of conspicuousness and legibility shall
include the specifications that:

(1) The ratio of height to width (of
the letter) shall not exceed a differen-
tial of 3 units to 1 unit (no more than
3 times as high as it is wide).

(2) Letter heights pertain to upper
case or capital letters. When upper and
lower case or all lower case letters are
used, it is the lower case letter ‘o’ or
its equivalent that shall meet the min-
imum standards.
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(3) When fractions are used, each
component numeral shall meet one-
half the minimum height standards.

(i) The declaration shall be in letters
and numerals in a type size established
in relationship to the area of the prin-
cipal display panel of the package and
shall be uniform for all packages of
substantially the same size by com-
plying with the following type speci-
fications:

(1) Not less than %se inch in height on
packages the principal display panel of
which has an area of 5 square inches or
less.

(2) Not less than ¥ inch in height on
packages the principal display panel of
which has an area of more than 5 but
not more than 25 square inches.

(3) Not less than %16 inch in height on
packages the principal display panel of
which has an area of more than 25 but
not more than 100 square inches.

(4) Not less than ¥ inch in height on
packages the principal display panel of
which has an area of more than 100
square inches, except not less than %
inch in height if the area is more than
400 square inches.

Where the declaration is blown, em-
bossed, or molded on a glass or plastic
surface rather than by printing, typ-
ing, or coloring, the lettering sizes
specified in paragraphs (i) (1) through
(4) of this section shall be increased by
1416 of an inch.

(j) On packages containing less than
4 pounds or 1 gallon and labeled in
terms of weight or fluid measure:

(1) The declaration shall be expressed
both in ounces, with identification by
weight or by liquid measure and, if ap-
plicable (1 pound or 1 pint or more) fol-
lowed in parentheses by a declaration
in pounds for weight units, with any re-
mainder in terms of ounces or common
or decimal fractions of the pound (see
examples set forth in paragraphs (m)
(1) and (2) of this section), or in the
case of liquid measure, in the largest
whole units (quarts, quarts and pints,
or pints, as appropriate) with any re-
mainder in terms of fluid ounces or
common or decimal fractions of the
pint or quart (see examples in para-
graphs (m) (3) and (4) of this section).

(2) If the net quantity of contents
declaration appears on a random pack-
age, that is a package which is one of
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a lot, shipment, or delivery of packages
of the same consumer commodity with
varying weights and with no fixed
weight pattern, it may, when the net
weight exceeds 1 pound, be expressed in
terms of pounds and decimal fractions
of the pound carried out to not more
than two decimal places. When the net
weight does not exceed 1 pound, the
declaration on the random package
may be in decimal fractions of the
pound in lieu of ounces (see example in
paragraph (m)(5) of this section).

(3) The declaration may appear in
more than one line. The term net
weight shall be used when stating the
net quantity of contents in terms of
weight. Use of the terms net or net con-
tents in terms of fluid measure or nu-
merical count is optional. It is suffi-
cient to distinguish avoirdupois ounce
from fluid ounce through association of
terms; for example, Net wt. 6 0z. or 6 oz.
net wt. and 6 fl. oz. or net contents 6 fl.
0z.

(k) On packages containing 4 pounds
or 1 gallon or more and labeled in
terms of weight or fluid measure, the
declaration shall be expressed in
pounds for weight units with any re-
mainder in terms of ounces or common
or decimal fraction of the pound, or in
the case of fluid measure, it shall be
expressed in the largest whole unit
(gallons followed by common or dec-
imal fraction of a gallon or by the next
smaller whole unit or units (quarts, or
quarts and pints)) with any remainder
in terms of fluid ounces or common or
decimal fractions of the pint or quart
(see paragraph (m)(6) of this section).

(1) [Reserved]

(m) Examples: (1) A declaration of 1%
pounds weight shall be expressed as Net
Wt. 24 oz. (1 1b. 8 o0z.), Net Wt. 24 oz. (172
1b.), or Net Wt. 24 oz. (1.5 1b.).

(2) A declaration of 3 pound avoirdu-
pois weight shall be expressed as Net
Wt. 12 oz.

(3) A declaration of 1 quart liquid
measure shall be expressed as Net 32 fl.
oz. (1 qt.).

(4) A declaration of 134 quarts liquid
measure shall be expressed as Net con-
tents 56 fluid ounces (1 quart 12 pints) or
as Net 56 fluid oz. (I gt. 1 pt. 8 0z.), but
not in terms of quart and ounce such as
Net 56 fluid oz. (1 quart 24 ounces).
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(5) On a random package, declaration
of 3 pound avoirdupois may be ex-
pressed as Net Wt. .75 1b.

(6) A declaration of 2% gallons liquid
measure shall be expressed as Net con-
tents 22 gallons, Net contents 2.5 gallons,
or Net contents 2 gallons 2 quarts and not
as 2 gallons 4 pints.

(n) For quantities, the following ab-
breviations and none other may be em-
ployed (periods and plural forms are
optional):

weight wt. pint pt.
ounce oz. quart gt.
pound 1b. fluid fl.
gallon gal.

(0) Nothing in this section shall pro-
hibit supplemental statements at loca-
tions other than the principal display
panel(s) describing in nondeceptive
terms the net quantity of contents;
provided, that such supplemental
statements of net quantity of contents
shall not include any term qualifying a
unit of weight, measure, or count that
tends to exaggerate the amount of the
food contained in the package; for ex-
ample, jumbo quart and full gallon. Dual
or combination declarations of net
quantity of contents as provided for in
paragraphs (a), (c¢), and (j) of this sec-
tion (for example, a combination of net
weight plus numerical count, net con-
tents plus dilution directions of a con-
centrate, etc.) are not regarded as sup-
plemental net quantity statements and
may be located on the principal display
panel.

(p) A separate statement of the net
quantity of contents in terms of the
metric system is not regarded as a sup-
plemental statement and an accurate
statement of the net quantity of con-
tents in terms of the metric system of
weight or measure may also appear on
the principal display panel or on other
panels.

(q) The declaration of net quantity of
contents shall express an accurate
statement of the quantity of contents
of the package. Reasonable variations
caused by loss or gain of moisture dur-
ing the course of good distribution
practice or by unavoidable deviations
in good manufacturing practice will be
recognized. Variations from stated
quantity of contents shall not be un-
reasonably large.

(r) [Reserved]
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(s) On a multiunit retail package, a
statement of the quantity of contents
shall appear on the outside of the pack-
age and shall include the number of in-
dividual units, the quantity of each in-
dividual unit, and, in parentheses, the
total quantity of contents of the multi-
unit package in terms of avoirdupois or
fluid ounces, except that such declara-
tion of total quantity need not be fol-
lowed by an additional parenthetical
declaration in terms of the largest
whole units and subdivisions thereof,
as required by paragraph (j)(1) of this
section. A multiunit retail package
may thus be properly labeled: 6-16 oz.
bottles—(96 fl. oz.) or 3-16 oz. cans—(net
wt. 48 0z). For the purposes of this sec-
tion, multiunit retail package means a
package containing two or more indi-
vidually packaged units of the iden-
tical commodity and in the same quan-
tity, intended to be sold as part of the
multiunit retail package but capable of
being individually sold in full compli-
ance with all requirements of the regu-
lations in this part. Open multiunit re-
tail packages that do not obscure the
number of units nor prevent examina-
tion of the labeling on each of the indi-
vidual units are not subject to this
paragraph if the labeling of each indi-
vidual unit complies with the require-
ments of paragraphs (f) and (i) of this
section.

(t) Where the declaration of net
quantity of contents is in terms of net
weight and/or drained weight or vol-
ume and does not accurately reflect
the actual quantity of the contents or
the product falls below the applicable
standard of fill of container because of
equipment malfunction or otherwise
unintentional product variation, and
the label conforms in all other respects
to the requirements of this chapter,
the mislabeled food product may be
sold by the manufacturer or processor
directly to institutions operated by
Federal, State or local governments:
Provided, That:

(1) The purchaser shall sign a state-
ment at the time of sale stating that
he is aware that the product is mis-
labeled to include acknowledgement of

the nature and extent of the
mislabeling, e.g., ‘“‘Actual net weight
may be as low as % below labeled
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quantity’” and that any subsequent dis-
tribution by him of said product except
for his own institutional use is unlaw-
ful. This statement shall be kept on
file at the principal place of business of
the manufacturer or processor for 2
years subsequent to the date of ship-
ment of the product and shall be avail-
able to the Food and Drug Administra-
tion upon request.

(2) The product shall be labeled on
the outside of its shipping container
with the statement(s):

(i) When the variation concerns net
weight and/or drained weight of vol-
ume—‘‘Product Mislabeled. Actual net
weight (drained weight or volume
where appropriate) may be as low as
% Dbelow labeled quantity. This
Product Not for Retail Distribution,”
the blank to be filled in with the max-
imum percentage variance between the
labeled and actual weight or volume of
contents of the individual packages in
the shipping container, and

(ii) When the variation is in regard to
a fill of container standard—‘‘Product
Mislabeled. Actual fill may be as low
as % below standard of fill. This
Product Not for Retail Distribution.”

(3) The statements required by para-
graphs (t)(2) (i) and (ii) of this section,
which may be consolidated where ap-
propriate, shall appear prominently
and conspicuously as compared to
other printed matter on the shipping
container and in boldface print or type
on a clear, contrasting background in
order to render them likely to be read
and understood by the purchaser under
ordinary conditions of purchase.

[41 FR 38619, Sept. 10, 1976, as amended at 54
FR 18279, Apr. 28, 1989; 85 FR 72908, Nov. 16,
2020]

§501.110 Animal feed labeling; collec-
tive names for feed ingredients.

(a) An animal feed shall be exempt
from the requirements of section
403(i)(2) of the act with respect to its
label bearing the common or usual
names of the animal feed ingredients
listed in paragraph (b) of this section
under the following prescribed condi-
tions:

(1) The animal feed is intended solely
for livestock and poultry.
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(2) The label of the animal feed bears
the collective name(s) prescribed in
paragraph (b) of this section in lieu of
the corresponding common or usual
names of the individual feed ingredi-
ents contained therein.

(3) The label of the animal feed oth-
erwise conforms to the requirements of
section 403(i)(2) of the act.

(4) The ingredients of any feed listed
in paragraph (b) of this section neither
contain nor are food additives as de-
fined in section 201(s) of the act unless
provided for by and in conformity with
applicable regulations established pur-
suant to section 409 of the act.

(b) Each collective name referred to
in this paragraph may be used for the
purpose of labeling where one or more
of the ingredients listed for that collec-
tive name are present. The animal feed
ingredients listed under each of the
collective names are the products de-
fined by the Association of American
Feed Control Officials. The collective
names are as follows:

(1) Animal protein products include one
or more of the following: Animal prod-
ucts, marine products, and milk prod-
ucts.

(2) Forage products include one or
more of the following: Alfalfa meals,
entire plant meals, hays, and stem
meals.

(3) Grain products include one or more
of the following: Barley, grain sor-
ghums, maize (corn), oats, rice, rye,
and wheat.

(4) Plant protein products include one
or more of the following: Algae meals,
coconut meals (copra), cottonseed
meals, guar meal, linseed meals, pea-
nut meals, safflower meals, soybean
meals, sunflower meals, and yeasts.

(5) Processed grain byproducts include
one or more of the following: Brans,
brewers dried grains, distillers grains,
distillers solubles, flours, germ meals,
gluten feeds, gluten meals, grits,
groats, hominy feeds, malt sprouts,
middlings, pearled, polishings, shorts,
and wheat mill run.

(6) Roughage products include one or
more of the following: Cobs, hulls,
husks, pulps, and straws.
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PART 502—COMMON OR USUAL
NAMES FOR NONSTANDARDIZED
ANIMAL FOODS

Sec.
502.5 General principles.
502.19 Petitions.

AUTHORITY: 21 U.S.C. 321, 343, 371.

§502.5 General principles.

(a) The common or usual name of a
food, which may be a coined term, shall
accurately identify or describe, in as
simple and direct terms as possible, the
basic nature of the food or its charac-
terizing properties or ingredients. The
name shall be uniform among all iden-
tical or similar products and may not
be confusingly similar to the name of
any other food that is not reasonably
encompassed within the same name.
Each class or subclass of food shall be
given its own common or usual name
that states, in clear terms, what it is in
a way that distinguishes it from dif-
ferent foods.

(b) The common or usual name of a
food shall include the percentage(s) of
any characterizing ingredient(s) or
component(s) when the proportion of
such ingredient(s) or component(s) in
the food has a material bearing on
price or consumer acceptance or when
the labeling or the appearance of the
food may otherwise create an erro-
neous impression that such ingre-
dient(s) or component(s) is present in
an amount greater than is actually the
case. The following requirements shall
apply unless modified by a specific reg-
ulation in this part.

(1) The percentage of a characterizing
ingredient or component shall be de-
clared on the basis of its quantity in
the finished product (i.e., weight/
weight in the case of solids, or volume/
volume in the case of liquids).

(2) The percentage of a characterizing
ingredient or component shall be de-
clared by the words ‘‘containing (or
contains)  percent (or %)  ” or
¢ percent (or %) 7 with the first
blank filled in with the percentage ex-
pressed as a whole number not greater
than the actual percentage of the in-
gredient or component named and the
second blank filled in with the common
or usual name of the ingredient or
component. The word ‘‘containing’ (or
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‘“‘contains’), when used, shall appear
on a line immediately below the part of
the common or usual name of the food
required by paragraph (a) of this sec-
tion. For each characterizing ingre-
dient or component, the words

percent (or %) ’shall appear fol-
lowing or directly below the word
‘“‘containing” (or ‘‘contains’’), or di-

rectly below the part of the common or
usual name of the food required by
paragraph (a) of this section when the
word ‘‘containing’ (or ‘‘contains’) is
not used, in easily legible boldface
print or type in distinct contrast to
other printed or graphic matter, and in
a height not less than the larger of the
following alternatives:

(i) Not less than one-sixteenth inch
in height on packages having a prin-
cipal display panel with an area of 5
square inches or less and not less than
one-eighth inch in height if the area of
the principal display panel is greater
than 5 square inches; or

(ii) Not less than one-half the height
of the largest type appearing in the
part of the common or usual name of
the food required by paragraph (a) of
this section.

(c) The common or usual name of a
food shall include a statement of the
presence or absence of any character-
izing ingredient(s) or component(s)
and/or the need for the user to add any
characterizing ingredient(s) or compo-
nent(s) when the presence or absence of
such ingredient(s) or component(s) in
the food has a material bearing on
price or consumer acceptance or when
the labeling or the appearance of the
food may otherwise create an erro-
neous impression that such ingre-
dient(s) or component(s) is present
when it is not, and consumers may oth-
erwise be misled about the presence or
absence of the ingredient(s) or compo-
nent(s) in the food. The following re-
quirements shall apply unless modified
by a specific regulation in this part.

(1) The presence or absence of a char-
acterizing ingredient or component
shall be declared by the words ‘‘con-

taining (or contains) > or ‘‘con-
taining (or contains) >’ or ‘‘no
” or ‘‘does mnot contain

»’, with the blank being filled
in with the common or usual name of
the ingredient or component.
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(2) The need for the user of a food to
add any characterizing ingredient(s) or
component(s) shall be declared by an
appropriate informative statement.

(3) The statement(s) required under
paragraph (c¢) (1) and/or (2) of this sec-
tion shall appear following or directly
below the part of the common or usual
name of the food required by para-
graphs (a) and (b) of this section, in
easily legible boldface print or type in
distinct contrast to other printed or
graphic matter, and in a height not
less than the larger of the alternatives
established under paragraph (b)(2) (i)
and (ii) of this section.

(d) A common or usual name of a
food may be established by common
usage or by establishment of a regula-
tion in this part, in a standard of iden-
tity, or in other regulations in this
chapter.

[41 FR 38627, Sept. 10, 1976. Redesignated at
42 FR 14091, Mar. 15, 1977]

§502.19 Petitions.

(a) The Commissioner of Food and
Drugs, either on his own initiative or
on behalf of any interested person who
has submitted a petition, may publish
a proposal to issue, amend, or revoke,
under this part, a regulation pre-
scribing a common or usual name for a
food, pursuant to part 10 of this chap-
ter.

(b) If the principal display panel of a
food for which a common or usual
name regulation is established is too
small to accommodate all mandatory
requirements, the Commissioner may
establish by regulation an acceptable
alternative, e.g., a smaller type size. A
petition requesting such a regulation,
which would amend the applicable reg-
ulation, shall be submitted pursuant to
part 10 of this chapter.

[42 FR 4716, Jan. 25, 1977; 42 FR 10980, Feb. 25,
1977. Redesignated at 42 FR 14091, Mar. 15,
1977, and amended at 42 FR 15675, Mar. 22,
1977; 42 FR 24254, May 13, 1977]
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PART 507—CURRENT GOOD MAN-
UFACTURING PRACTICE, HAZARD
ANALYSIS, AND RISK-BASED PRE-
VENTIVE CONTROLS FOR FOOD
FOR ANIMALS

Subpart A—General Provisions

Sec.

507.1 Applicability and status.

507.3 Definitions.

507.4 Qualifications of individuals who man-
ufacture, process, pack, or hold animal
food.

507.5 Exemptions.

507.7 Requirements that apply to a qualified
facility.

507.10 Applicability of subparts C and E of
this part to a facility solely engaged in
the storage of unexposed packaged ani-
mal food.

507.12 Applicability of this part to the hold-
ing and distribution of human food by-
products for use as animal food.

Subpart B—Current Good Manufacturing
Practice

507.14
507.17
507.19
507.20
507.22
507.25

Personnel.

Plant and grounds.

Sanitation.

Water supply and plumbing.

Equipment and utensils.

Plant operations.

507.27 Holding and distribution.

507.28 Holding and distribution of human
food by-products for use as animal food.

Subpart C—Hazard Analysis and Risk-
Based Preventive Controls

507.31
507.33

Food safety plan.

Hazard analysis.

507.34 Preventive controls.

507.36 Circumstances in which the owner,
operator, or agent in charge of a manu-
facturing/processing facility is not re-
quired to implement a preventive con-
trol.

507.37 Provision of assurances
under §507.36(a)(2), (3), and (4).

507.38 Recall plan.

507.39 Preventive control management com-
ponents.

507.40 Monitoring.

507.42 Corrective actions and corrections.

507.45 Verification.

507.47 Validation.

507.49 Verification of implementation and
effectiveness.

507.50 Reanalysis.

507.561 Modified requirements that apply to
a facility solely engaged in the storage of
unexposed packaged animal food.

required
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507.53 Requirements applicable to a preven-
tive controls qualified individual and a
qualified auditor.

507.55 Implementation records required for
this subpart.

Subpart D—Withdrawal of a Qualified
Facility Exemption

507.60 Circumstances that may lead FDA to
withdraw a qualified facility exemption.

507.62 Issuance of an order to withdraw a
qualified facility exemption.

507.65 Contents of an order to withdraw a
qualified facility exemption.

507.67 Compliance with, or appeal of, an
order to withdraw a qualified facility ex-
emption.

507.69 Procedure for submitting an appeal.

507.71 Procedure for requesting an informal
hearing.

507.73 Requirements applicable to an infor-
mal hearing.

507.75 Presiding officer for an appeal and for
an informal hearing.

507.77 Timeframe for issuing a decision on
an appeal.

507.80 Revocation of an order to withdraw a
qualified facility exemption.

507.83 Final agency action.

507.85 Reinstatement of a qualified facility
exemption that was withdrawn.

Subpart E—Supply-Chain Program

507.1056 Requirement to establish and imple-
ment a supply-chain program.

507.110 General requirements applicable to a
supply-chain program.

507.115 Responsibilities of the receiving fa-
cility.

507.120 Using approved suppliers.

507.1256 Determining appropriate supplier
verification activities (including deter-
mining the frequency of conducting the
activity).

507.130 Conducting supplier verification ac-
tivities for raw materials and other in-
gredients.

507.135 Onsite audit.

507.175 Records documenting the supply-
chain program.

Subpart F—Requirements Applying to
Records That Must Be Established and
Maintained

507.200 Records subject to the requirements
of this subpart.

507.202 General requirements applying to
records.

507.206 Additional requirements applying to
the food safety plan.

507.208 Requirements for record retention.

507.212 Use of existing records.

507.2156 Special requirements applicable to a
written assurance.
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AUTHORITY: 21 U.S.C. 331, 342, 343, 350d note,
350g, 350g note, 371, 374; 42 U.S.C. 243, 264, 271.

SOURCE: 80 FR 56337, Sept. 17, 2015, unless
otherwise noted.

Subpart A—General Provisions

§507.1 Applicability and status.

(a) The criteria and definitions in
this part apply in determining whether
an animal food is:

(1) Adulterated within the meaning
of:

(i) Section 402(a)(3) of the Federal
Food, Drug, and Cosmetic Act in that
the food has been manufactured under
such conditions that it is unfit for
food; or

(ii) Section 402(a)(4) of the Federal
Food, Drug, and Cosmetic Act in that
the food has been prepared, packed, or
held under insanitary conditions
whereby it may have become contami-
nated with filth, or whereby it may
have been rendered injurious to health;
and

(2) In violation of section 361 of the
Public Health Service Act (42 U.S.C.
264).

(b) The operation of a facility that
manufactures, processes, packs, or
holds animal food for sale in the United
States if the owner, operator, or agent
in charge of such facility is required to
comply with, and is not in compliance
with, section 418 of the Federal Food,
Drug, and Cosmetic Act or subparts C,
D, E, or F of this part and §507.7 is a
prohibited act under section 301(uu) of
the Federal Food, Drug, and Cosmetic
Act.

(c) Animal food covered by specific
current good manufacturing practice
regulations also is subject to the re-
quirements of those regulations.

(d) Except as provided by §507.12, if a
facility is required to comply with sub-
part B of part 507 and is also required
to comply with subpart B of part 117 of
this chapter because the facility manu-
factures, processes, packs, or holds
human food and animal food, then the
facility may choose to comply with the
requirements in subpart B of part 117,
instead of subpart B of part 507, as to
the manufacturing, processing, pack-
ing, and holding of animal food at that
facility. If a facility is required to com-
ply with subpart C of part 507 and is
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also required to comply with subpart C
of part 117 of this chapter, then the fa-
cility may choose to comply with the
requirements in subpart C of part 117
as to the manufacturing, processing,
packing, and holding of animal food at
the facility, instead of subpart C of
part 507, provided the food safety plan
also addresses hazards for the animal
food, if applicable, that require a pre-
ventive control. When applying the re-
quirements of part 117 of this chapter
to animal food, the term ‘‘food’ in part
117 includes animal food.

§507.3 Definitions.

The definitions and interpretations
contained in section 201 of the Federal
Food, Drug, and Cosmetic Act apply to
such terms when used in this part. The
following definitions also apply:

Adequate means that which is needed
to accomplish the intended purpose in
keeping with good public (human and
animal) health practice.

Affiliate means any facility that con-
trols, is controlled by, or is under com-
mon control with another facility.

Animal food means food for animals
other than man and includes pet food,
animal feed, and raw materials and in-
gredients.

Audit means the systematic, inde-
pendent, and documented examination
(through observation, investigation,
records review, discussions with em-
ployees of the audited entity, and, as
appropriate, sampling and laboratory
analysis) to assess an audited entity’s
food safety processes and procedures.

Calendar day means every day shown
on the calendar.

Correction means an action to iden-
tify and correct a problem that oc-
curred during the production of animal
food, without other actions associated
with a corrective action procedure
(such as actions to reduce the likeli-
hood that the problem will recur,
evaluate all affected animal food for
safety, and prevent affected animal
food from entering commerce).

Critical control point means a point,
step, or procedure in a food process at
which control can be applied and is es-
sential to prevent or eliminate a food
safety hazard or reduce such hazard to
an acceptable level.
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Environmental pathogen means a
pathogen capable of surviving and per-
sisting within the manufacturing, proc-
essing, packing, or holding environ-
ment such that food for animals may
be contaminated and may result in
foodborne illness if that animal food is
not treated to significantly minimize
or prevent the environmental patho-
gen. Examples of environmental patho-
gens for the purposes of this part in-
clude Listeria monocytogenes and Sal-
monella spp. but do not include the
spores of pathogenic sporeforming bac-
teria.

Facility means a domestic facility or
a foreign facility that is required to
register under section 415 of the Fed-
eral Food, Drug, and Cosmetic Act, in
accordance with the requirements of
part 1, subpart H of this chapter.

Farm means farm as defined in §1.227
of this chapter.

FDA means the Food and Drug Ad-
ministration.

Food means food as defined in section
201(f) of the Federal Food, Drug, and
Cosmetic Act and includes raw mate-
rials and ingredients.

Food-contact surfaces are those sur-
faces that contact animal food and
those surfaces from which drainage, or
other transfer, onto the animal food or
onto surfaces that contact the animal
food ordinarily occurs during the nor-
mal course of operations. ‘‘Food-con-
tact surfaces” includes utensils and
animal food-contact surfaces of equip-
ment.

Full-time equivalent employee is a term
used to represent the number of em-
ployees of a business entity for the pur-
pose of determining whether the busi-
ness qualifies for the small business ex-
emption. The number of full-time
equivalent employees is determined by
dividing the total number of hours of
salary or wages paid directly to em-
ployees of the business entity and of all
of its affiliates and subsidiaries by the
number of hours of work in 1 year, 2,080
hours (i.e., 40 hours x 52 weeks). If the
result is not a whole number, round
down to the next lowest whole number.

Harvesting applies to farms and farm
mixed-type facilities and means activi-
ties that are traditionally performed
on farms for the purpose of removing
raw agricultural commodities from the
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place they were grown or raised and
preparing them for use as animal food.
Harvesting is limited to activities per-
formed on raw agricultural commod-
ities, or on processed foods created by
drying/dehydrating a raw agricultural
commodity without additional manu-
facturing/processing, on a farm. Har-
vesting does not include activities that
transform a raw agricultural com-
modity into a processed food as defined
in section 201(gg) of the Federal Food,
Drug, and Cosmetic Act. Examples of
harvesting include cutting (or other-
wise separating) the edible portion of
the raw agricultural commodity from
the crop plant and removing or trim-
ming part of the raw agricultural com-
modity (e.g., foliage, husks, roots, or
stems). Examples of harvesting also in-
clude cooling, field coring, filtering,
gathering, hulling, shelling, sifting,
threshing, trimming of outer leaves of,
and washing raw agricultural commod-
ities grown on a farm.

Hazard means any biological, chem-
ical (including radiological), or phys-
ical agent that has the potential to
cause illness or injury in humans or
animals.

Hazard requiring a preventive control
means a known or reasonably foresee-
able hazard for which a person knowl-
edgeable about the safe manufacturing,
processing, packing, or holding of ani-
mal food would, based on the outcome
of a hazard analysis (which includes an
assessment of the severity of the ill-
ness or injury to humans or animals if
the hazard were to occur and the prob-
ability that the hazard will occur in
the absence of preventive controls), es-
tablish one or more preventive controls
to significantly minimize or prevent
the hazard in an animal food and com-
ponents to manage those controls (such
as monitoring, corrections or correc-
tive actions, verification, and records)
as appropriate to the animal food, the
facility, and the nature of the preven-
tive control and its role in the facili-
ty’s food safety system.

Holding means storage of animal food
and also includes activities performed
incidental to storage of an animal food
(e.g., activities performed for the safe
or effective storage of that animal
food, such as fumigating animal food
during storage, and drying/dehydrating
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raw agricultural commodities when the
drying/dehydrating does not create a
distinct commodity (such as drying/de-
hydrating hay or alfalfa)). Holding also
includes activities performed as a prac-
tical necessity for the distribution of
that animal food (such as blending of
the same raw agricultural commodity
and breaking down pallets), but does
not include activities that transform a
raw agricultural commodity into a
processed food as defined in section
201(gg) of the Federal Food, Drug, and
Cosmetic Act. Holding facilities could
include warehouses, cold storage facili-
ties, storage silos, grain elevators, and
liquid-storage tanks.

Known or reasonably foreseeable haz-
ard means a biological, chemical (in-
cluding radiological), or physical haz-
ard that is known to be, or has the po-
tential to be, associated with the facil-
ity or the animal food.

Lot means the animal food produced
during a period of time and identified
by an establishment’s specific code.

Manufacturing/processing means mak-
ing animal food from one or more in-
gredients, or synthesizing, preparing,
treating, modifying, or manipulating
animal food, including food crops or in-
gredients. Examples of manufacturing/
processing activities include: Baking,
boiling, bottling, canning, cooking,
cooling, cutting, distilling, drying/de-
hydrating raw agricultural commod-
ities to create a distinct commodity
(such as drying/dehydrating grapes to
produce raisins), evaporating, evis-
cerating, extracting juice, extruding,
formulating, freezing, grinding, homog-
enizing, irradiating, labeling, milling,
mixing, packaging (including modified
atmosphere packaging), pasteurizing,
peeling, pelleting, rendering, treating
to manipulate ripening, trimming,
washing, or waxing. For farms and
farm mixed-type facilities, manufac-
turing/processing does not include ac-
tivities that are part of harvesting,
packing, or holding.

Microorganisms means yeasts, molds,
bacteria, viruses, protozoa, and micro-
scopic parasites and includes species
that are pathogens. The term ‘‘unde-
sirable microorganisms’’ includes those
microorganisms that are pathogens,
that subject animal food to decomposi-
tion, that indicate that animal food is
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contaminated with filth, or that other-
wise may cause animal food to be adul-
terated.

Mized-type facility means an estab-
lishment that engages in both activi-
ties that are exempt from registration
under section 415 of the Federal Food,
Drug, and Cosmetic Act and activities
that require the establishment to be
registered. An example of such a facil-
ity is a ‘‘farm mixed-type facility,”
which is an establishment that is a
farm, but also conducts activities out-
side the farm definition that require
the establishment to be registered.

Monitor means to conduct a planned
sequence of observations or measure-
ments to assess whether control meas-
ures are operating as intended.

Packing means placing animal food
into a container other than packaging
the animal food and also includes re-
packing and activities performed inci-
dental to packing or repacking an ani-
mal food (e.g., activities performed for
the safe or effective packing or repack-
ing of that animal food (such as sort-
ing, culling, grading, and weighing or
conveying incidental to packing or re-
packing)), but does not include activi-
ties that transform a raw agricultural
commodity into a processed food as de-
fined in section 201(gg) of the Federal
Food, Drug, and Cosmetic Act.

Pathogen means a microorganism of
public (human or animal) health sig-
nificance.

Pest refers to any objectionable ani-
mals or insects including birds, ro-
dents, flies, and larvae.

Plant means the building or struc-
ture, or parts thereof, used for or in
connection with the manufacturing,
processing, packing, or holding of ani-
mal food.

Preventive controls means those risk-
based, reasonably appropriate proce-
dures, practices, and processes that a
person knowledgeable about the safe
manufacturing, processing, packing, or
holding of animal food would employ
to significantly minimize or prevent
the hazards identified under the hazard
analysis that are consistent with the
current scientific understanding of safe
food manufacturing, processing, pack-
ing, or holding at the time of the anal-
ysis.
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Preventive controls qualified individual
means a qualified individual who has
successfully completed training in the
development and application of risk-
based preventive controls at Ileast
equivalent to that received under a
standardized curriculum recognized as
adequate by FDA, or is otherwise
qualified through job experience to de-
velop and apply a food safety system.

Qualified auditor means a person who
is a qualified individual as defined in
this part and has technical expertise
obtained through education, training,
or experience (or the combination
thereof) necessary to perform the au-
diting function. Examples of potential
qualified auditors include:

(1) A government employee, includ-
ing a foreign government employee;
and

(2) An audit agent of a certification
body that is accredited in accordance
with regulations in part 1, subpart M of
this chapter.

Qualified end-user, with respect to
food, means the consumer of the food
(where the term consumer does not in-
clude a business); or a restaurant or re-
tail food establishment (as those terms
are defined in §1.227 of this chapter)
that:

(1) Is located:

(i) In the same State or the same In-
dian reservation as the qualified facil-
ity that sold the food to such res-
taurant or retail food establishment; or

(ii) Not more than 2756 miles from
such facility; and

(2) Is purchasing the food for sale di-
rectly to consumers at such restaurant
or retail food establishment.

Qualified facility means (when includ-
ing the sales by any subsidiary; affil-
iate; or subsidiaries or affiliates, col-
lectively, of any entity of which the fa-
cility is a subsidiary or affiliate) a fa-
cility that is a very small business as
defined in this part, or a facility to
which both of the following apply:

(1) During the 3-year period preceding
the applicable calendar year, the aver-
age annual monetary value of the food
manufactured, processed, packed, or
held at such facility that is sold di-
rectly to qualified end-users (as defined
in this part) during such period exceed-
ed the average annual monetary value
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of the food sold by such facility to all
other purchasers; and

(2) The average annual monetary
value of all food sold during the 3-year
period preceding the applicable cal-
endar year was less than $500,000, ad-
justed for inflation.

Qualified facility exemption means an
exemption applicable to a qualified fa-
cility under §507.5(d).

Qualified individual means a person
who has the education, training, or ex-
perience (or a combination thereof)
necessary to manufacture, process,
pack, or hold safe animal food as ap-
propriate to the individual’s assigned
duties. A qualified individual may be,
but is not required to be, an employee
of the establishment.

Raw agricultural commodity has the
meaning given in section 201(r) of the
Federal Food, Drug, and Cosmetic Act.

Receiving facility means a facility
that is subject to subparts C and E of
this part and that manufactures/proc-
esses a raw material or other ingre-
dient that it receives from a supplier.

Rework means clean, unadulterated
animal food that has been removed
from processing for reasons other than
insanitary conditions or that has been
successfully reconditioned by reproc-
essing and that is suitable for use as
animal food.

Sanitice means to adequately treat
cleaned surfaces by a process that is ef-
fective in destroying vegetative cells of
pathogens, and in substantially reduc-
ing numbers of other undesirable
microorganisms, but without adversely
affecting the product or its safety for
animals or humans.

Significantly minimize means to reduce
to an acceptable level, including to
eliminate.

Small business means, for purposes of
this part, a business (including any
subsidiaries and affiliates) employing
fewer than 500 full-time equivalent em-
ployees.

Subsidiary means any company which
is owned or controlled directly or indi-
rectly by another company.

Supplier means the establishment
that manufactures/processes the ani-
mal food, raises the animal, or grows
the food that is provided to a receiving
facility without further manufac-
turing/processing by another establish-
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ment, except for further manufac-
turing/processing that consists solely
of the addition of labeling or similar
activity of a de minimis nature.

Supply-chain-applied control means a
preventive control for a hazard in a
raw material or other ingredient when
the hazard in the raw material or other
ingredient is controlled before its re-
ceipt.

Unexposed packaged animal food
means packaged animal food that is
not exposed to the environment.

Validation means obtaining and eval-
uating scientific and technical evi-
dence that a control measure, combina-
tion of control measures, or the food
safety plan as a whole, when properly
implemented, is capable of effectively
controlling the identified hazards.

Verification means the application of
methods, procedures, tests and other
evaluations, in addition to monitoring,
to determine whether a control meas-
ure or combination of control measures
is or has been operating as intended
and to establish the validity of the food
safety plan.

Very small business means, for pur-
poses of this part, a business (including
any subsidiaries and affiliates) aver-
aging less than $2,500,000, adjusted for
inflation, per year, during the 3-year
period preceding the applicable cal-
endar year in sales of animal food plus
the market value of animal food manu-
factured, processed, packed, or held
without sale (e.g., held for a fee or sup-
plied to a farm without sale).

Water activity (aw) means a measure
of the free moisture in an animal food
and is the quotient of the water vapor
pressure of the substance divided by
the vapor pressure of pure water at the
same temperature.

Written procedures for receiving raw
materials and other ingredients means
written procedures to ensure that raw
materials and other ingredients are re-
ceived only from suppliers approved by
the receiving facility (or, when nec-
essary and appropriate, on a temporary
basis from unapproved suppliers whose
raw materials or other ingredients are
subjected to adequate verification ac-
tivities before acceptance for use).
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You means, for purposes of this part,
the owner, operator, or agent in charge
of a facility.

[80 FR 56337, Sept. 17, 2015, as amended at 81
FR 3717, Jan. 22, 2016]

§507.4 Qualifications of individuals
who manufacture, process, pack, or
hold animal food.

(a)(1) The management of an estab-
lishment must ensure that all individ-
uals who manufacture, process, pack,
or hold animal food subject to subparts
B and F of this part are qualified to
perform their assigned duties; and

(2) The owner, operator, or agent in
charge of a facility must ensure that
all individuals who manufacture, proc-
ess, pack, or hold animal food subject
to subparts C, D, E, or F of this part
are qualified to perform their assigned
duties.

(b) Each individual engaged in manu-
facturing, processing, packing, or hold-
ing animal food (including temporary
and seasonal personnel) or in the super-
vision thereof must:

(1) Be a qualified individual as that
term is defined in §507.3, i.e., have the
education, training, or experience (or a
combination thereof) necessary to
manufacture, process, pack, or hold
safe animal food as appropriate to the
individual’s assigned duties; and

(2) Receive training in the principles
of animal food hygiene and animal food
safety, including the importance of em-
ployee health and personal hygiene, as
appropriate to the animal food, the fa-
cility and the individual’s assigned du-
ties.

(c) Responsibility for ensuring com-
pliance by individuals with the require-
ments of this part must be clearly as-
signed to supervisory personnel who
have the education, training, or experi-
ence (or a combination thereof) nec-
essary to supervise the production of
safe animal food.

(d) Records that document training
required by paragraph (b)(2) of this sec-
tion must be established and main-
tained and are subject to the record-
keeping requirements in subpart F of
this part.

§507.5 Exemptions.

(a) This part does not apply to estab-
lishments, including ‘‘farms’” (as de-
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fined in §1.227 of this chapter), that are
not required to register under section
415 of the Federal Food, Drug, and Cos-
metic Act.

(b)(1) Subparts C and E of this part
do not apply with respect to activities
that are subject to §500.23 and part 113
of this chapter (Thermally Processed
Low-Acid Foods Packaged in Hermeti-
cally Sealed Containers) at an animal
food facility if you are required to
comply with, and are in compliance
with, part 113 of this chapter with re-
spect to those activities.

(2) The exemption in paragraph (b)(1)
of this section is applicable only with
respect to those microbiological haz-
ards regulated under part 113 of this
chapter.

(c) Subparts C and E of this part do
not apply to activities of a facility that
are subject to section 419 of the Federal
Food, Drug, and Cosmetic Act (Stand-
ards for Produce Safety).

(d) Except as provided in subpart D of
this part, subparts C and E of this part
do not apply to a qualified facility.
Qualified facilities are subject to the
requirements in §507.7.

(e) For a farm mixed-type facility
that is a small or very small business,
subparts C and E of this part do not
apply to on-farm packing or holding of
processed animal food, and §507.7 does
not apply to on-farm packing or hold-
ing of processed animal food by a very
small business, if the only packing or
holding activities subject to section 418
of the Federal Food, Drug, and Cos-
metic Act that the business conducts
are the following low-risk packing or
holding activity/animal food combina-
tions—i.e., packing (or repacking) (in-
cluding weighing or conveying inci-
dental to packing or repacking); sort-
ing, culling, or grading incidental to
packing or storing; and storing (ambi-
ent, cold and controlled atmosphere)
of:

(1) Roughage products (e.g., alfalfa
meal, entire plant meal, stem meal,
pomace, and pulp);

(2) Plant protein meals (e.g., algae,
coconut (copra), guar, and peanut);

(3) Grain by-products and processed
grain products (e.g., bran, flour, germ
meal, grits, groats, hominy feed, malt
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sprouts, middlings, pearled grain, pol-
ished grain, brewers grain, distillers
grain, and gluten meal);

(4) Oilseed products (e.g., 0il and meal
of safflower, soybean, or sunflower);

(5) Molasses (e.g., processed sugar
cane, sugar beets, and citrus);

(6) Animal protein meals (e.g., blood,
feather, meat, meat and bone, and ma-
rine (e.g., crab, fish, shrimp));

(7) Milk products (e.g., casein, cheese
rind, and lactalbumin);

(8) Animal tissue-derived products
(e.g., fat);

(9) Vitamins, minerals, and con-
centrates;
(10) Processing aids (e.g., enzymes,

preservatives, and stabilizers); and

(11) Any other processed animal food
that does not require time/temperature
control for safety.

(f) For a farm mixed-type facility
that is a small or very small business,
subparts C and E of this part do not
apply to on-farm manufacturing/proc-
essing activities conducted by a small
or very small business for distribution
into commerce, and §507.7 does not
apply to on-farm manufacturing/proc-
essing activities conducted by a very
small business for distribution into
commerce, if the only manufacturing/
processing activities subject to section
418 of the Federal Food, Drug, and Cos-
metic Act that the business conducts
consists of the following low-risk man-
ufacturing/processing activity/animal
food combinations:

(1) Chopping or shredding hay;

(2) Cracking, crimping, flaking,
pearling, peeling, shelling, or
wafering—grain (e.g., barley, sorghum,
corn, oats, rice, rye, and wheat) or oil-
seed (e.g., beans, canola, cottonseed,
linseed, soybeans, and sunflowers);

(3) Crushing, dry rolling, grinding,
milling, pulverizing—grain, oilseed,
grain by-products and processed grain
products, oilseed products, hay, ensiled
material, culled fruits and vegetables,
roughage (e.g., cobs, hulls, husks, and
straws), or roughage products;

(4) Ensiling (including chopping,
shredding, mixing, storing, or fer-
menting), that is, making silage or
haylage from forage (e.g., sorghum
(milo), corn (maize), alfalfa, and grass),
grain, culled fruits and vegetables, or
roughage;
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(5) Extracting (mechanical) or wet
rolling grain, oilseed, brewers grain by-
products, or distillers grain by-prod-
ucts;

(6) Labeling roughage products, plant
protein meals, grain by-products and
processed grain products, oilseed prod-
ucts, molasses, animal protein meals,
milk products, animal tissue-derived
products, vitamins, minerals, con-
centrates, processing aids, finished ani-
mal food, including animal food ready
for consumption, or any other proc-
essed animal food that does not require
time/temperature control for safety;
and

(7) Packaging roughage products,
plant protein meals, grain by-products
and processed grain products, oilseed
products, molasses, animal protein
meals, milk products, animal tissue-de-
rived products, vitamins, minerals,
concentrates, processing aids, finished
animal food, including animal food
ready for consumption, or any other
processed animal food that does not re-
quire time/temperature control for
safety.

(g) Subparts C and E of this part do
not apply to facilities that are solely
engaged in the storage of raw agricul-
tural commodities (other than fruits
and vegetables) intended for further
distribution or processing.

(h) Subpart B of this part does not
apply to any of the following:

(1) Establishments solely engaged in
the holding and/or transportation of
one or more raw agricultural commod-
ities;

(2) Establishments solely engaged in
hulling, shelling, drying, packing, and/
or holding nuts and hulls (without
manufacturing/processing, such as
grinding shells or roasting nuts); and

(3) Establishments solely engaged in
ginning of cotton (without manufac-
turing/processing, such as extracting
oil from cottonseed).

[80 FR 56337, Sept. 17, 2015, as amended at 81
FR 3717, Jan. 22, 2016]

§507.7 Requirements that apply to a
qualified facility.
(a) A qualified facility must submit
the following attestations to FDA:
(1) An attestation that the facility is
a qualified facility as defined in §507.3.
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For the purpose of determining wheth-
er a facility satisfies the definition of
qualified facility, the baseline year for
calculating the adjustment for infla-
tion is 2011; and

(2)(1) An attestation that you have
identified the potential hazards associ-
ated with the animal food being pro-
duced, are implementing preventive
controls to address the hazards, and
are monitoring the performance of the
preventive controls to ensure that such
controls are effective; or

(ii) An attestation that the facility is
in compliance with State, local, coun-
ty, tribal, or other applicable non-Fed-
eral food safety law, including relevant
laws and regulations of foreign coun-
tries, including an attestation based on
licenses, inspection reports, -certifi-
cates, permits, credentials, certifi-
cation by an appropriate agency (such
as a State department of agriculture),
or other evidence of oversight.

(b) The attestations required by para-
graph (a) of this section must be sub-
mitted to FDA by any one of the fol-
lowing means:

(1) Electronic submission. To submit
electronically, go to http:/www.fda.gov/
furls and follow the instructions. This
Web site is available from wherever the
Internet is accessible, including librar-
ies, copy centers, schools, and Internet
cafes. FDA encourages electronic sub-
mission.

(2) Submission by mail. (i) You must
use Form FDA 3942b. You may obtain a
copy of this form by any of the fol-
lowing mechanisms:

(A) Download
www.fda.gov/pcafrule;

(B) Write to the U.S. Food and Drug
Administration (HFS-681), 5001 Campus
Dr., College Park, MD 20740; or

(C) Request a copy of this form by
phone at 1-800-216-7331 or 301-575-0156.

(ii) Send a paper Form FDA 3942b to
the U.S. Food and Drug Administration
(HFS-681), 5001 Campus Dr., College
Park, MD 20740. We recommend that
you submit a paper copy only if your
facility does not have reasonable ac-
cess to the Internet.

(c)(1) A facility must determine and
document its status as a qualified fa-
cility on an annual basis no later than
July 1 of each calendar year.

it from hitp://
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(2) The attestations required by para-
graph (a) of this section must be:

(i) Submitted to FDA initially:

(A) By December 16, 2019 for a facility
that begins manufacturing, processing,
packing, or holding animal food before
September 17, 2019;

(B) Before beginning operations, for a
facility that begins manufacturing,
processing, packing, or holding animal
food after September 17, 2019; or

(C) By July 31 of the applicable cal-
endar year, when the status of a facil-
ity changes from ‘‘not a qualified facil-
ity” to ‘“‘qualified facility” based on
the annual determination required by
paragraph (c)(1) of this section; and

(ii) Beginning in 2020, submitted to
FDA every 2 years during the period
beginning on October 1 and ending on
December 31.

(3) When the status of a facility
changes from ‘‘qualified facility” to
“not a qualified facility’ based on the
annual determination required by para-
graph (c)(1) of this section, the facility
must notify FDA of that change in sta-
tus using Form FDA 3942b by July 31 of
the applicable calendar year.

(d) When the status of a facility
changes from ‘‘qualified facility’” to
“not a qualified facility,” the facility
must comply with subparts C and E of
this part no later than December 31 of
the applicable calendar year unless
otherwise agreed to by FDA and the fa-
cility.

(e) A qualified facility that does not
submit attestations under paragraph
(a)(2)(1) of this section must provide
notification to consumers as to the
name and complete business address of
the facility where the animal food was
manufactured or processed (including
the street address or P.O. Box, city,
state, and zip code for domestic facili-
ties, and comparable full address infor-
mation for foreign facilities) as fol-
lows:

(1) If an animal food packaging label
is required, the notification required
by paragraph (e) of this section must
appear prominently and conspicuously
on the label of the animal food.

(2) If an animal food packaging label
is not required, the notification re-
quired by paragraph (e) of this section
must appear prominently and conspicu-
ously, at the point of purchase, on a
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label, poster, sign, placard, or docu-
ments delivered contemporaneously
with the animal food in the normal
course of business, or in an electronic
notice, in the case of Internet sales.

(f)(1) A qualified facility must main-
tain those records relied upon to sup-
port the attestations that are required
by paragraph (a) of this section.

(2) The records that a qualified facil-
ity must maintain are subject to the
requirements of subpart F of this part.

[80 FR 56337, Sept. 17, 2015, as amended at 81
FR 3717, Jan. 22, 2016; 81 FR 49897, July 29,
2016]

§507.10 Applicability of subparts C
and E of this part to a facility solely
engaged in the storage of unex-
posed packaged animal food.

(a) Subparts C and E of this part do
not apply to a facility solely engaged
in the storage of unexposed packaged
animal food that does not require time/
temperature control to significantly
minimize or prevent the growth of, or
toxin production by, pathogens.

(b) A facility solely engaged in the
storage of unexposed packaged animal
food, including unexposed packaged
animal food that requires time/tem-
perature control to significantly mini-
mize or prevent the growth of, or toxin
production by, pathogens is subject to
the modified requirements in §507.51
for any unexposed packaged animal
food that requires time/temperature
control to significantly minimize or
prevent the growth of, or toxin produc-
tion by, pathogens.

§507.12 Applicability of this part to
the holding and distribution of
human food by-products for use as
animal food.

(a) Except as provided by paragraph
(b) of this section, the requirements of
this part do not apply to by-products of
human food production, or the off-farm
packing and holding of raw agricul-
tural commodities, that are packed or
held by that human food facility for
distribution as animal food if:

(1)(i) The human food facility is sub-
ject to and in compliance with subpart
B of part 117 of this chapter and in
compliance with all applicable human
food safety requirements of the Federal
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Food, Drug, and Cosmetic Act and im-
plementing regulations; or

(ii) For the off-farm packing and
holding of produce (as defined in part
112 of this chapter), the human food fa-
cility is subject to and in compliance
with §117.8 of this chapter and in com-
pliance with all applicable human food
safety requirements of the Federal
Food, Drug, and Cosmetic Act and im-
plementing regulations; and

(2) The human food facility does not
further manufacture or process the by-
products intended for use as animal
food.

(b) The human food by-products for
use as animal food identified in para-
graph (a) of this section must be held
and distributed by that facility in ac-
cordance with §§507.28 and 117.95 of this
chapter.

Subpart B—Current Good
Manufacturing Practice

§507.14 Personnel.

(a) The management of the establish-
ment must take reasonable measures
and precautions to ensure that all per-
sons working in direct contact with
animal food, animal food-contact sur-
faces, and animal food-packaging ma-
terials conform to hygienic practices
to the extent necessary to protect
against the contamination of animal
food.

(b) The methods for conforming to
hygienic practices and maintaining
cleanliness include:

(1) Maintaining adequate personal
cleanliness;

(2) Washing hands thoroughly in an
adequate hand-washing facility as nec-
essary and appropriate to protect
against contamination;

(3) Removing or securing jewelry and
other objects that might fall into ani-
mal food, equipment, or containers;

(4) Storing clothing or other personal
belongings in areas other than where
animal food is exposed or where equip-
ment or utensils are cleaned; and

(5) Taking any other necessary pre-
cautions to protect against the con-
tamination of animal food, animal
food-contact surfaces, or animal food-
packaging materials.
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§507.17 Plant and grounds.

(a) The grounds around an animal
food plant under the control of the
management of the establishment
must be kept in a condition that will
protect against the contamination of
animal food. Maintenance of grounds
must include:

(1) Properly storing equipment, re-
moving litter and waste, and cutting
weeds or grass within the immediate
vicinity of the plant that may con-
stitute an attractant, breeding place,
or harborage for pests;

(2) Maintaining driveways, yards, and
parking areas so that they do not con-
stitute a source of contamination in
areas where animal food is exposed;

(3) Adequately draining areas that
may contribute to contamination of
animal food; and

(4) Treating and disposing of waste so
that it does not constitute a source of
contamination in areas where animal
food is exposed.

(b) The plant must be suitable in size,
construction, and design to facilitate
cleaning, maintenance, and pest con-
trol to reduce the potential for con-
tamination of animal food, animal
food-contact surfaces, and animal food-
packaging materials, including that
the plant must:

(1) Provide adequate space between
equipment, walls, and stored materials
to permit employees to perform their
duties and to allow cleaning and main-
tenance of equipment;

(2) Be constructed in a manner such
that drip or condensate from fixtures,
ducts, and pipes does not serve as a
source of contamination;

(3) Provide adequate ventilation (me-
chanical or natural) where necessary
and appropriate to minimize wvapors
(e.g., steam) and fumes in areas where
they may contaminate animal food and
in a manner that minimizes the poten-
tial for contaminating animal food;

(4) Provide adequate lighting in
hand-washing areas, toilet rooms,
areas where animal food is received,
manufactured, processed, packed, or
held, and areas where equipment or
utensils are cleaned; and

(6) Provide shatter-resistant light
bulbs, fixtures, and skylights, or other
glass items suspended over exposed ani-
mal food in any step of preparation, to
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protect against the contamination of
animal food in case of glass breakage.

(c) The plant must protect animal
food stored outdoors in bulk from con-
tamination by any effective means, in-
cluding:

(1) Using protective coverings where
necessary and appropriate;

(2) Controlling areas over and around
the bulk animal food to eliminate
harborages for pests; and

(3) Checking on a regular basis for
pests, pest infestation, and product
condition related to safety of the ani-
mal food.

§507.19 Sanitation.

(a) Buildings, structures, fixtures,
and other physical facilities of the
plant must be kept clean and in good
repair to prevent animal food from be-
coming adulterated.

(b) Animal food-contact and non-con-
tact surfaces of utensils and equipment
must be cleaned and maintained and
utensils and equipment stored as nec-
essary to protect against the contami-
nation of animal food, animal food-con-
tact surfaces, or animal food-pack-
aging materials. When necessary,
equipment must be disassembled for
thorough cleaning. In addition:

(1) When animal food-contact sur-
faces used for manufacturing, proc-
essing, packing, or holding animal food
are wet-cleaned, the surfaces must,
when necessary, be thoroughly dried
before subsequent use; and

(2) In wet processing of animal food,
when cleaning and sanitizing are nec-
essary to protect against the introduc-
tion of undesirable microorganisms
into animal food, all animal food-con-
tact surfaces must be cleaned and sani-
tized before use and after any interrup-
tion during which the animal food-con-
tact surfaces may have become con-
taminated.

(c) Cleaning compounds and sani-
tizing agents must be safe and ade-
quate under the conditions of use.

(d) The following applies to toxic ma-
terials:

(1) Only the following toxic materials
may be used or stored in the plant area
where animal food is manufactured,
processed, or exposed:

(i) Those required to maintain clean
and sanitary conditions;
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(ii) Those necessary for use in labora-
tory testing procedures;

(iii) Those necessary for plant and
equipment maintenance and operation;
and

(iv) Those necessary for use in the
plant’s operations.

(2) Toxic materials described in para-
graph (d)(1) of this section (e.g., clean-
ing compounds, sanitizing agents, and
pesticide chemicals) must be identified,
used, and stored in a manner that pro-
tects against the contamination of ani-
mal food, animal food-contact surfaces,
or animal food-packaging materials;
and

(3) Other toxic materials (such as fer-
tilizers and pesticides not included in
paragraph (d)(1) of this section) must
be stored in an area of the plant where
animal food is not manufactured, proc-
essed, or exposed.

(e) Effective measures must be taken
to exclude pests from the manufac-
turing, processing, packing, and hold-
ing areas and to protect against the
contamination of animal food by pests.
The use of pesticides in the plant is
permitted only under precautions and
restrictions that will protect against
the contamination of animal food, ani-
mal food-contact surfaces, and animal
food-packaging materials.

(f) Trash must be conveyed, stored,
and disposed of in a way that protects
against the contamination of animal
food, animal food-contact surfaces, ani-
mal food-packaging materials, water
supplies, and ground surfaces, and
minimizes the potential for the trash
to become an attractant and harborage
or breeding place for pests.

[80 FR 56337, Sept. 17, 2015, as amended at 81
FR 3717, Jan. 22, 2016]

§507.20 Water supply and plumbing.

(a) The following apply to the water
supply:

(1) Water must be adequate for the
operations and must be derived from an
adequate source;

(2) Running water at a suitable tem-
perature, and under suitable pressure
as needed, must be provided in all areas
where required for the manufacturing,
processing, packing, or holding of ani-
mal food, for the cleaning of equip-
ment, utensils, and animal food-pack-
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aging materials, or for employee hand-
washing facilities;

(3) Water that contacts animal food,
animal food-contact surfaces, or ani-
mal food-packaging materials must be
safe for its intended use; and

(4) Water may be reused for washing,
rinsing, or conveying animal food if it
does not increase the level of contami-
nation of the animal food.

(b) Plumbing must be designed, in-
stalled, and maintained to:

(1) Carry adequate quantities of
water to required locations throughout
the plant;

(2) Properly convey sewage and liquid
disposable waste from the plant;

(3) Avoid being a source of contami-
nation to animal food, water supplies,
equipment, or utensils, or creating an
unsanitary condition;

(4) Provide adequate floor drainage in
all areas where floors are subject to
flooding-type cleaning or where normal
operations release or discharge water
or other liquid waste on the floor; and

(5) Ensure that there is no backflow
from, or cross-connection between, pip-
ing systems that discharge waste water
or sewage and piping systems that
carry water for animal food or animal
food manufacturing.

(c) Sewage and liquid disposal waste
must be disposed of through an ade-
quate sewerage system or through
other adequate means.

(d) Bach plant must provide employ-
ees with adequate, readily accessible
toilet facilities. Toilet facilities must
be kept clean and must not be a poten-
tial source of contamination of animal
food, animal food-contact surfaces, or
animal food-packaging materials.

(e) Each plant must provide hand-
washing facilities designed to ensure
that an employee’s hands are not a po-
tential source of contamination of ani-
mal food, animal food-contact surfaces,
or animal food-packaging materials.

§507.22 Equipment and utensils.

(a) The following apply to plant
equipment and utensils used in manu-
facturing, processing, packing, and
holding animal food:

(1) All plant equipment and utensils,
including equipment and utensils that
do not come in contact with animal
food, must be designed and constructed
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of such material and workmanship to
be adequately cleanable, and must be
properly maintained;

(2) Equipment and utensils must be
designed, constructed, and used appro-
priately to avoid the adulteration of
animal food with non-food grade lubri-
cants, fuel, metal fragments, contami-
nated water, or any other contami-
nants;

(3) Equipment must be installed so as
to facilitate the cleaning and mainte-
nance of the equipment and adjacent
spaces;

(4) Animal
must be:

(i) Made of materials that withstand
the environment of their use and the
action of animal food, and, if applica-
ble, the action of cleaning compounds,
cleaning procedures, and sanitizing
agents;

(ii) Made of nontoxic materials; and

(iii) Maintained to protect animal
food from being contaminated.

(b) Holding, conveying, manufac-
turing, and processing systems, includ-
ing gravimetric, pneumatic, closed,
and automated systems, must be de-
signed, constructed, and maintained in
a way to protect against the contami-
nation of animal food.

(c) Bach freezer and cold storage
compartment used to hold animal food
must be fitted with an accurate tem-
perature-measuring device.

(d) Instruments and controls used for
measuring, regulating, or recording
temperatures, pH, a.,, or other condi-
tions that control or prevent the
growth of undesirable microorganisms
in animal food must be accurate, pre-
cise, adequately maintained, and ade-
quate in number for their designated
uses.

(e) Compressed air or other gases me-
chanically introduced into animal food
or used to clean animal food-contact
surfaces or equipment must be used in
such a way to protect against the con-
tamination of animal food.

food-contact surfaces

§507.25 Plant operations.

(a) Management of the establishment
must ensure that:

(1) All operations in the manufac-
turing, processing, packing, and hold-
ing of animal food (including oper-
ations directed to receiving, inspect-
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ing, transporting, and segregating) are
conducted in accordance with the cur-
rent good manufacturing practice re-
quirements of this subpart;

(2) Animal food, including raw mate-
rials, other ingredients, or rework is
accurately identified;

(3) Animal food-packaging materials
are safe and suitable;

(4) The overall cleanliness of the
plant is under the supervision of one or
more competent individuals assigned
responsibility for this function;

(5) Adequate precautions are taken so
that plant operations do not contribute
to contamination of animal food, ani-
mal food-contact surfaces, and animal
food-packaging materials;

(6) Chemical, microbial, or extra-
neous-material testing procedures are
used where necessary to identify sani-
tation failures or possible animal food
contamination;

(7) Animal food that has become
adulterated is rejected, disposed of, or
if appropriate, treated or processed to
eliminate the adulteration. If disposed
of, it must be done in a manner that
protects against the contamination of
other animal food; and

(8) All animal food manufacturing,
processing, packing, and holding is
conducted under such conditions and
controls as are necessary to minimize
the potential for the growth of undesir-
able microorganisms to protect against
the contamination of animal food.

(b) Raw materials and other ingredi-
ents:

(1) Must be examined to ensure that
they are suitable for manufacturing
and processing into animal food and
must be handled under conditions that
will protect against contamination and
minimize deterioration. In addition:

(i) Shipping containers (e.g., totes,
drums, and tubs) and bulk vehicles
holding raw materials and other ingre-
dients must be examined upon receipt
to determine whether contamination
or deterioration of animal food has oc-
curred;

(ii) Raw materials must be cleaned as
necessary to minimize contamination;
and

(iii) Raw materials and other ingredi-
ents, including rework, must be stored
in containers designed and constructed
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in a way that protects against con-
tamination and deterioration, and held
under conditions, e.g., appropriate tem-
perature and relative humidity, that
will minimize the potential for growth
of undesirable microorganisms and pre-
vent the animal food from becoming
adulterated;

(2) Susceptible to contamination
with mycotoxins or other natural tox-
ins must be evaluated and used in a
manner that does not result in animal
food that can cause injury or illness to
animals or humans; and

(3) If frozen, must be kept frozen. If
thawing is required prior to use, it
must be done in a manner that mini-
mizes the potential for the growth of
undesirable microorganisms.

(c) For the purposes of manufac-
turing, processing, packing, and hold-
ing operations, the following apply:

(1) Animal food must be maintained
under conditions, e.g., appropriate tem-
perature and relative humidity, that
will minimize the potential for growth
of undesirable microorganisms and pre-
vent the animal food from becoming
adulterated during manufacturing,
processing, packing, and holding;

(2) Measures taken during manufac-
turing, processing, packing, and hold-
ing of animal food to significantly min-
imize or prevent the growth of undesir-
able microorganisms (e.g., heat treat-
ing, freezing, refrigerating, irradiating,
controlling pH, or controlling a,) must
be adequate to prevent adulteration of
animal food;

(3) Work-in-process and rework must
be handled in such a way that it is pro-
tected against contamination and the
growth of undesirable microorganisms;

(4) Steps such as cutting, drying,
defatting, grinding, mixing, extruding,
pelleting, and cooling, must be per-
formed in a way that protects against
the contamination of animal food;

(6) Filling, assembling, packaging,
and other operations must be per-
formed in such a way that protects
against the contamination of animal
food and the growth of undesirable
microorganisms;

(6) Animal food that relies prin-
cipally on the control of water activity
(ay) for preventing the growth of unde-
sirable microorganisms must be proc-
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essed to and maintained at a safe ay
level;

(7) Animal food that relies prin-
cipally on the control of pH for pre-
venting the growth of undesirable
microorganisms must be monitored
and maintained at the appropriate pH;
and

(8) When ice is used in contact with
animal food, it must be made from
water that is safe and must be used
only if it has been manufactured in ac-
cordance with current good manufac-
turing practice as outlined in this sub-
part.

§507.27 Holding and distribution.

(a) Animal food held for distribution
must be held under conditions that will
protect against contamination and
minimize deterioration, including the
following:

(1) Containers used to hold animal
food before distribution must be de-
signed, constructed of appropriate ma-
terial, cleaned as necessary, and main-
tained to protect against the contami-
nation of animal food; and

(2) Animal food held for distribution
must be held in a way that protects
against contamination from sources
such as trash.

(b) The labeling for the animal food
ready for distribution must contain,
when applicable, information and in-
structions for safely using the animal
food for the intended animal species.

(c) Shipping containers (e.g., totes,
drums, and tubs) and bulk vehicles
used to distribute animal food must be
examined prior to use to protect
against the contamination of animal
food from the container or vehicle
when the facility is responsible for
transporting the animal food itself or
arranges with a third party to trans-
port the animal food.

(d) Animal food returned from dis-
tribution must be assessed for animal
food safety to determine the appro-
priate disposition. Returned animal
food must be identified as such and seg-
regated until assessed.

(e) Unpackaged or bulk animal food
must be held in a manner that does not
result in unsafe cross contamination
with other animal food.

[80 FR 56337, Sept. 17, 2015, as amended at 81
FR 3717, Jan. 22, 2016]
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§507.28 Holding and distribution of
human food by-products for use as
animal food.

(a) Human food by-products held for
distribution as animal food must be
held under conditions that will protect
against contamination, including the
following:

(1) Containers and equipment used to
convey or hold human food by-products
for use as animal food before distribu-
tion must be designed, constructed of
appropriate material, cleaned as nec-
essary, and maintained to protect
against the contamination of human
food by-products for use as animal
food;

(2) Human food by-products for use as
animal food held for distribution must
be held in a way to protect against con-
tamination from sources such as trash;
and

(3) During holding, human food by-
products for use as animal food must
be accurately identified.

(b) Labeling that identifies the prod-
uct by the common or usual name
must be affixed to or accompany the
human food by-products for use as ani-
mal food when distributed.

(c) Shipping containers (e.g., totes,
drums, and tubs) and bulk vehicles
used to distribute human food by-prod-
ucts for use as animal food must be ex-
amined prior to use to protect against
the contamination of animal food from
the container or vehicle when the facil-
ity is responsible for transporting the
human food by-products for use as ani-
mal food itself or arranges with a third
party to transport the human food by-
products for use as animal food.

Subpart C—Hazard Analysis and
Risk-Based Preventive Controls

§507.31 Food safety plan.

(a) You must prepare, or have pre-
pared, and implement a written food
safety plan.

(b) One or more preventive controls
qualified individuals must prepare, or
oversee the preparation of, the food
safety plan.

(c) The written food safety plan must
include:

(1) The written hazard analysis as re-
quired by §507.33(a)(2);
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(2) The written preventive controls as
required by §507.34(b);

(3) The written supply-chain program
as required by subpart E of this part;

(4) The written recall plan as re-
quired by §507.38(a)(1);

(5) The written procedures for moni-
toring the implementation of the pre-
ventive controls as required by
§507.40(a);

(6) The written corrective action pro-
cedures as required by §507.42(a)(1); and

(7) The written verification proce-
dures as required by §507.49(b).

(d) The food safety plan required by
this section is a record that is subject
to the requirements of subpart F of
this part.

[80 FR 56337, Sept. 17, 2015, as amended at 84
FR 12491, Apr. 2, 2019]

§507.33 Hazard analysis.

(a)(1) You must conduct a hazard
analysis to identify and evaluate, based
on experience, illness data, scientific
reports, and other information, known
or reasonably foreseeable hazards for
each type of animal food manufac-
tured, processed, packed, or held at
your facility to determine whether
there are any hazards requiring a pre-
ventive control; and

(2) The hazard analysis must be writ-
ten regardless of its outcome.

(b) The hazard identification must
consider:

(1) Known or reasonably foreseeable
hazards that include:

(i) Biological hazards, including
microbiological hazards such as
parasites, environmental pathogens,

and other pathogens;

(ii) Chemical hazards, including radi-
ological hazards, substances such as
pesticide and drug residues, natural
toxins, decomposition, unapproved food
or color additives, and nutrient defi-
ciencies or toxicities (such as inad-
equate thiamine in cat food, excessive
vitamin D in dog food, and excessive
copper in food for sheep); and

(iii) Physical hazards (such as stones,
glass, and metal fragments); and

(2) Known or reasonably foreseeable
hazards that may be present in the ani-
mal food for any of the following rea-
sons:

(i) The hazard occurs naturally;
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(ii) The hazard may be unintention-
ally introduced; or

(iii) The hazard may be intentionally
introduced for purposes of economic
gain.

(c)(1) The hazard analysis must in-
clude an evaluation of the hazards
identified in paragraph (b) of this sec-
tion to assess the severity of the illness
or injury to humans or animals if the
hazard were to occur and the prob-
ability that the hazard will occur in
the absence of preventive controls.

(2) The hazard evaluation required by
paragraph (c¢)(1) of this section must in-
clude an evaluation of environmental
pathogens whenever an animal food is
exposed to the environment prior to
packaging and the packaged animal
food does not receive a treatment or
otherwise include a control measure
(such as a formulation lethal to the
pathogen) that would significantly
minimize the pathogen.

(d) The hazard evaluation must con-
sider the effect of the following on the
safety of the finished animal food for
the intended animal:

(1) The formulation of the animal
food;

(2) The condition, function, and de-
sign of the facility and equipment;

(3) Raw materials and other ingredi-
ents;

(4) Transportation practices;

(5) Manufacturing/processing proce-
dures;

(6) Packaging activities and labeling
activities;

(7) Storage and distribution;

(8) Intended or reasonably foresee-
able use;

(9) Sanitation,
hygiene; and

(10) Any other relevant factors such
as the temporal (e.g., weather-related)
nature of some hazards (e.g., levels of
some natural toxins).

[80 FR 56337, Sept. 17, 2015, as amended at 81
FR 3717, Jan. 22, 2016]

including employee

§507.34 Preventive controls.

(a)(1) You must identify and imple-
ment preventive controls to provide as-
surances that any hazards requiring a
preventive control will be significantly
minimized or prevented and the animal
food manufactured, processed, packed,
or held by your facility will not be
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adulterated under section 402 of the
Federal Food, Drug, and Cosmetic Act;
and

(2) Preventive controls required by
paragraph (a)(1) of this section include:

(i) Controls at critical control points
(CCPs), if there are any CCPs; and

(ii) Controls, other than those at
CCPs, that are also appropriate for ani-
mal food safety.

(b) Preventive controls must be writ-
ten.

(c) Preventive controls include, as
appropriate to the facility and animal
food:

(1) Process controls. Process controls
include procedures, practices, and proc-
esses to ensure the control of param-
eters during operations such as heat
processing, irradiating, and refrig-
erating animal food. Process controls
must include, as appropriate to the na-
ture of the applicable control and its
role in the facility’s food safety sys-
tem:

(i) Parameters associated with the
control of the hazard; and

(ii) The maximum or minimum
value, or combination of values, to
which any biological, chemical, or

physical parameter must be controlled
to significantly minimize or prevent a
hazard requiring a process control.

(2) Sanitation controls. Sanitation
controls include procedures, practices,
and processes to ensure that the facil-
ity is maintained in a sanitary condi-
tion adequate to significantly mini-
mize or prevent hazards such as envi-
ronmental pathogens and biological
hazards due to employee handling.
Sanitation controls must include, as
appropriate to the facility and the ani-
mal food, procedures, practices, and
processes for the:

(i) Cleanliness of animal food-contact
surfaces, including animal food-contact
surfaces of utensils and equipment; and

(ii) Prevention of cross-contamina-
tion from insanitary objects and from
personnel to animal food, animal food-
packaging material, and other animal
food-contact surfaces and from raw
product to processed product.

(3) Supply-chain controls. Supply-
chain controls include the supply-chain
program as required by subpart E of
this part;
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(4) A recall plan as required by
§507.38; and

(5) Other preventive controls. These
include any other procedures, prac-
tices, and processes necessary to sat-
isfy the requirements of paragraph (a)
of this section. Examples of other con-

trols include hygiene training and
other current good manufacturing
practices.

§507.36 Circumstances in which the
owner, operator, or agent in charge
of a manufacturing/processing facil-
ity is not required to implement a
preventive control.

(a) If you are a manufacturer/proc-
essor, you are not required to imple-
ment a preventive control when you
identify a hazard requiring a preven-
tive control (identified hazard) and any
of the following circumstances apply:

(1) You determine and document that
the type of animal food could not be
consumed without application of an ap-
propriate control;

(2) You rely on your customer who is
subject to the requirements for hazard
analysis and risk-based preventive con-
trols in this subpart to ensure that the
identified hazard will be significantly
minimized or prevented; and you:

(i) Disclose in documents accom-
panying the animal food, in accordance
with the practice of the trade, that the
animal food is ‘‘not processed to con-
trol [identified hazard]’’; and

(ii) Annually obtain from your cus-
tomer written assurance, subject to the
requirements of §507.37, that the cus-
tomer has established and is following
procedures (identified in the written
assurance) that will significantly mini-
mize or prevent the identified hazard
(except as provided in paragraph (c) of
this section);

(3) You rely on your customer who is
not subject to the requirements for
hazard analysis and risk-based preven-
tive controls in this subpart to provide
assurance it is manufacturing, proc-
essing, or preparing the animal food in
accordance with applicable animal food
safety requirements and you:

(i) Disclose in documents accom-
panying the animal food, in accordance
with the practice of the trade, that the
animal food is ‘‘not processed to con-
trol [identified hazard]”’; and
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(ii) Annually obtain from your cus-
tomer written assurance that it is
manufacturing, processing, or pre-
paring the animal food in accordance
with applicable animal food safety re-
quirements;

(4) You rely on your customer to pro-
vide assurance that the animal food
will be processed to control the identi-
fied hazard by an entity in the dis-
tribution chain subsequent to the cus-
tomer and you:

(i) Disclose in documents accom-
panying the animal food, in accordance
with the practice of the trade, that the
animal food is ‘‘not processed to con-
trol [identified hazard]”’; and

(ii) Annually obtain from your cus-
tomer written assurance, subject to the
requirements of §507.37, that your cus-
tomer:

(A) Will disclose in documents ac-
companying the animal food, in ac-
cordance with the practice of the trade,
that the animal food is ‘‘not processed
to control [identified hazard]’’; and

(B) Will only sell to another entity
that agrees, in writing, it will:

(I) Follow procedures (identified in a
written assurance) that will signifi-
cantly minimize or prevent the identi-
fied hazard (if the entity is subject to
the requirements for hazard analysis
and risk-based preventive controls in
subpart C of this part), except as pro-
vided in paragraph (d) of this section,
or manufacture, process, or prepare the
animal food in accordance with appli-
cable animal food safety requirements
(if the entity is not subject to the re-
quirements for hazard analysis and
risk-based preventive controls in sub-
part C of this part); or

(2) Obtain a similar written assur-
ance from the entity’s customer, sub-
ject to the requirements of §507.37, as
in paragraphs (a)(4)(ii)(A) and (B) of
this section, as appropriate; or

(5) You have established, docu-
mented, and implemented a system
that ensures control, at a subsequent
distribution step, of the hazards in the
animal food you distribute and you
document the implementation of that
system.

(b) You must document any cir-
cumstance specified in paragraph (a) of
this section that applies to you, includ-
ing:
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(1) A determination in accordance
with paragraph (a) of this section that
the type of animal food could not be
consumed without application of an ap-
propriate control;

(2) The annual written assurance
from your customer in accordance with
paragraph (a)(2) of this section;

(3) The annual written assurance
from your customer in accordance with
paragraph (a)(3) of this section;

(4) The annual written assurance
from your customer in accordance with
paragraph (a)(4) of this section; and

(5) Your system, in accordance with
paragraph (a)(5) of this section, that
ensures control, at a subsequent dis-
tribution step, of the hazards in the
animal food you distribute.

(c) For the written assurance re-
quired by paragraph (a)(2)(ii) of this
section, if your customer has deter-
mined that the identified hazard in
paragraph (a) of this section is not a
hazard in the animal food intended for
use for a specific animal species, your
customer’s written assurance may pro-
vide this determination (including ani-
mal species and why the identified haz-
ard is not a hazard) instead of pro-
viding assurance of procedures estab-
lished and followed that will signifi-
cantly minimize or prevent the identi-
fied hazard.

(d) For the written assurance re-
quired by paragraph (a)(4)(ii)(B) of this
section, if the entity in the distribu-
tion chain subsequent to your -cus-
tomer is subject to subpart C of this
part and has determined that the iden-
tified hazard in paragraph (a) of this
section is not a hazard in the animal
food intended for use for a specific ani-
mal species, that entity’s written as-
surance may provide this determina-
tion (including animal species and why
the identified hazard is not a hazard)
instead of providing assurance that the
identified hazard will be significantly
minimized or prevented.

[80 FR 56337, Sept. 17, 2015, as amended at 81
FR 3717, Jan. 22, 2016]

§507.37 Provision of assurances re-
quired under §507.36(a)(2), (3), and
4).

A facility that provides a written as-

surance under §507.36(a)(2), (3), or (4)

must act consistently with the assur-
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ance and document its actions taken to
satisfy the written assurance.

§507.38 Recall plan.

(a) For animal food with a hazard re-
quiring a preventive control you must:

(1) Establish a written recall plan for
the animal food; and

(2) Assign responsibility for per-
forming all procedures in the recall
plan.

(b) The written recall plan must in-
clude procedures that describe the
steps to perform the following actions
as appropriate to the facility:

(1) Directly notify direct consignees
about the animal food being recalled,
including how to return or dispose of
the affected animal food;

(2) Notify the public about any haz-
ard presented by the animal food when
appropriate to protect human and ani-
mal health;

(3) Conduct effectiveness checks to
verify the recall has been carried out;
and

(4) Appropriately dispose of recalled
animal food, e.g., through reprocessing,
reworking, diverting to another use
that would not present a safety con-
cern, or destroying the animal food.

§507.39 Preventive
ment components.

(a) Except as provided by paragraphs
(b) and (c) of this section, the preven-
tive controls required under §507.34 are
subject to the following preventive
control management components as
appropriate to ensure the effectiveness
of the preventive controls, taking into
account the nature of the preventive
control and its role in the facility’s
food safety system:

(1) Monitoring in accordance with
§507.40;

(2) Corrective actions and corrections
in accordance with §507.42; and

(3) Verification in accordance with
§507.45.

(b) The supply-chain program estab-
lished in subpart E of this part is sub-
ject to the following preventive control
management components as appro-
priate to ensure the effectiveness of the
supply-chain program, taking into ac-
count the nature of the hazard con-
trolled before receipt of the raw mate-
rial or other ingredient:

control manage-
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(1) Corrective actions and corrections
in accordance with §507.42, taking into
account the nature of any supplier non-
conformance;

(2) Review of records in accordance
with §507.49(a)(4)(ii); and

(3) Reanalysis in accordance with
§507.50.

(c) The recall plan established in
§507.38 is not subject to the require-
ments of paragraph (a) of this section.

§507.40 Monitoring.

As appropriate to the nature of the
preventive control and its role in the
facility’s food safety system you must:

(a) Establish and implement written
procedures, including the frequency
with which they are to be performed,
for monitoring the preventive controls;
and

(b) Monitor the preventive controls
with adequate frequency to provide as-
surance that they are consistently per-
formed.

(c)(1) You must document the moni-
toring of preventive controls in accord-
ance with this section in records that
are subject to verification in accord-
ance with §507.45(a)(2) and records re-
view in accordance with §507.49(a)(4)(i);

(2)(i) Records of refrigeration tem-
perature during storage of animal food
that requires time/temperature control
to significantly minimize or prevent
the growth of, or toxin production by,
pathogens may be affirmative records
demonstrating temperature is con-
trolled or exception records dem-
onstrating loss of temperature control;
and

(i) Exception records may be ade-
quate in circumstances other than
monitoring of refrigeration tempera-
ture.

§507.42 Corrective actions and correc-
tions.

(a) As appropriate to the nature of
the hazard and the nature of the pre-
ventive control, except as provided by
paragraph (c) of this section:

(1) You must establish and imple-
ment written corrective action proce-
dures that must be taken if preventive
controls are not properly implemented,
including procedures to address, as ap-
propriate:
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(i) The presence of a pathogen or ap-
propriate indicator organism in animal
food detected as a result of product
testing conducted in accordance with
§507.49(a)(2); and

(ii) The presence of an environmental
pathogen or appropriate indicator or-
ganism detected through the environ-
mental monitoring conducted in ac-
cordance with §507.49(a)(3).

(2) The corrective action procedures
must describe the steps to be taken to
ensure that:

(i) Appropriate action is taken to
identify and correct a problem that has
occurred with implementation of a pre-
ventive control;

(ii) Appropriate action is taken when
necessary, to reduce the likelihood
that the problem will recur;

(iii) All affected animal food is evalu-
ated for safety; and

(iv) All affected animal food is pre-
vented from entering into commerce if
you cannot ensure the affected animal
food is not adulterated under section
402 of the Federal Food, Drug, and Cos-
metic Act.

(b)(1) Except as provided by para-
graph (c) of this section, you are sub-
ject to the requirements of paragraph
(b)(2) of this section if any of the fol-
lowing circumstances apply:

(i) A preventive control is not prop-
erly implemented and a corrective ac-
tion procedure has not been estab-
lished;

(ii) A preventive control, combina-
tion of preventive controls, or the food
safety plan as a whole is found to be in-
effective; or

(iii) A review of records in accord-
ance with §507.49(a)(4) finds that the
records are not complete, the activities
conducted did not occur in accordance
with the food safety plan, or appro-
priate decisions were not made about
corrective actions.

(2) If any of the circumstances listed
in paragraph (b)(1) of this section
apply, you must:

(i) Take corrective action to identify
and correct the problem;

(ii) Reduce the likelihood that the
problem will recur;

(iii) Evaluate all affected animal food
for safety;

(iv) As necessary, prevent affected
animal food from entering commerce
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as would be done following the correc-
tive action procedure under paragraph
(a)(2) of this section; and

(v) When appropriate, reanalyze the
food safety plan in accordance with
§507.50 to determine whether modifica-
tion of the food safety plan is required.

(¢c) You do not need to comply with
the requirements of paragraphs (a) and
(b) of this section if:

(1) You take action, in a timely man-
ner, to identify and correct conditions
and practices that are not consistent
with the sanitation controls in
§507.34(c)(2)(1) or (ii); or

(2) You take action, in a timely man-
ner, to identify and correct a minor
and isolated problem that does not di-
rectly impact product safety.

(d) All corrective actions (and, when
appropriate, corrections) taken in ac-
cordance with this section must be doc-
umented in records. These records are
subject to verification in accordance
with §507.45(a)(3) and records review in
accordance with §507.49(a)(4)(i).

§507.45

(a) Verification activities must in-
clude, as appropriate to the nature of
the preventive control and its role in
the facility’s food safety system:

(1) Validation in accordance with
§507.47;

(2) Verification that monitoring is
being conducted as required by §507.39
(and in accordance with §507.40);

(8) Verification that appropriate de-
cisions about corrective actions are
being made as required by §507.39 (and
in accordance with §507.42);

(4) Verification of implementation
and effectiveness in accordance with
§507.49; and

(5) Reanalysis
§507.50.

(b) All verification activities con-
ducted in accordance with this section
must be documented in records.

Verification.

in accordance with

§507.47 Validation.

(a) You must validate that the pre-
ventive controls identified and imple-
mented in accordance with §507.34 are
adequate to control the hazard as ap-
propriate to the nature of the preven-
tive control and its role in the facili-
ty’s food safety system.
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(b) The validation of the preventive
controls:

(1) Must be performed (or overseen)
by a preventive controls qualified indi-
vidual:

(i)(A) Prior to implementation of the
food safety plan; or

(B) When necessary to demonstrate
the control measures can be imple-
mented as designed:

(I) Within 90 calendar days after pro-
duction of the applicable animal food
first begins; or

(2) Within a reasonable timeframe,
provided that the preventive controls
qualified individual prepares (or over-
sees the preparation of) a written jus-
tification for a timeframe that exceeds
90 calendar days after production of the
applicable animal food first begins;

(ii) Whenever a change to a control
measure or combination of control
measures could impact whether the
control measure or combination of con-
trol measures, when properly imple-
mented, will effectively control the
hazards; and

(iii) Whenever a reanalysis of the
food safety plan reveals the need to do
S0.

(2) Must include obtaining and evalu-
ating scientific and technical evidence
(or, when such evidence is not available
or is inadequate, conducting studies) to
determine whether the preventive con-
trols, when properly implemented, will
effectively control the hazards.

(c) You do not need to validate:

(1) The sanitation controls
§507.34(c)(2);

(2) The recall plan in §507.38;

(3) The supply-chain program in sub-
part E of this part; and

(4) Other preventive controls, if the
preventive controls qualified individual
prepares (or oversees the preparation
of) a written justification that valida-
tion is not applicable based on factors
such as the nature of the hazard, and
the nature of the preventive control
and its role in the facility’s food safety
system.

in

[80 FR 56337, Sept. 17, 2015, as amended at 81
FR 3718, Jan. 22, 2016]



§507.49

§507.49 Verification of implementation
and effectiveness.

(a) You must verify that the preven-
tive controls are consistently imple-
mented and are effectively and signifi-
cantly minimizing or preventing the
hazards. To do so, you must conduct
activities that include the following, as
appropriate to the facility, the animal
food, and the nature of the preventive
control and its role in the facility’s
food safety system:

(1) Calibration of process monitoring
and verification instruments (or check-
ing them for accuracy);

(2) Product testing for a pathogen (or
appropriate indicator organism) or
other hazard;

(3) Environmental monitoring, for an
environmental pathogen or for an ap-
propriate indicator organism, if con-
tamination of an animal food with an
environmental pathogen is a hazard re-
quiring a preventive control, by col-
lecting and testing environmental sam-
ples; and

(4) Review of the following records
within the specified timeframes, by (or
under the oversight of) a preventive
controls qualified individual, to ensure
the records are complete, the activities
reflected in the records occurred in ac-
cordance with the food safety plan, the
preventive controls are effective, and
appropriate decisions were made about
corrective actions:

(i) Monitoring and corrective action
records within 7-working days after the
records are created or within a reason-
able timeframe, provided that the pre-
ventive controls qualified individual
prepares (or oversees the preparation
of) a written justification for a time-
frame that exceeds 7-working days; and

(ii) Records of calibration, testing
(e.g., product testing, environmental
monitoring), and supplier and supply-
chain verification activities, and other
verification activities within a reason-
able time after the records are created;
and

(5) Other activities appropriate for
verification of implementation and ef-
fectiveness.

(b) As appropriate to the facility, the
food, the nature of the preventive con-
trol, and the role of the preventive con-
trol in the facility’s food safety sys-
tem, you must establish and imple-
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ment written procedures for the fol-
lowing activities:

(1) The method and frequency of cali-
brating process monitoring instru-
ments and verification instruments (or
checking them for accuracy) as re-
quired by paragraph (a)(l) of this sec-
tion;

(2) Product testing as required by
paragraph (a)(2) of this section. Proce-
dures for product testing must:

(i) Be scientifically valid;

(ii) Identify the test microorga-
nism(s) or other analyte(s);

(iii) Specify the procedures for iden-
tifying samples, including their rela-
tionship to specific lots of product;

(iv) Include the procedures for sam-
pling, including the number of samples
and the sampling frequency;

(v) Identify the test(s) conducted, in-
cluding the analytical method(s) used;

(vi) Identify the laboratory con-
ducting the testing; and

(vii) Include the corrective action
procedures required by §507.42(a)(1).

(3) Environmental monitoring as re-
quired by paragraph (a)(3) of this sec-
tion. Procedures for environmental
monitoring must:

(i) Be scientifically valid;

(ii) Identify the test microorga-
nism(s);
(iii) Identify the locations from

which samples will be collected and the
number of sites to be tested during rou-
tine environmental monitoring. The
number and location of sampling sites
must be adequate to determine wheth-
er preventive controls are effective;

(iv) Identify the timing and fre-
quency for collecting and testing sam-
ples. The timing and frequency for col-
lecting and testing samples must be
adequate to determine whether preven-
tive controls are effective;

(v) Identify the test(s) conducted, in-
cluding the analytical method(s) used;

(vi) Identify the laboratory con-
ducting the testing; and

(vii) Include the corrective action
procedures required by §507.42(a)(1)(ii).

§507.50 Reanalysis.

(a) You must conduct a reanalysis of
the food safety plan as a whole at least
once every 3 years.

(b) You must conduct a reanalysis of
the food safety plan as a whole, or the
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applicable portion of the food safety
plan:

(1) Whenever a significant change in
the activities conducted at your facil-
ity creates a reasonable potential for a
new hazard or creates a significant in-
crease in a previously identified haz-
ard;

(2) Whenever you become aware of
new information about potential haz-
ards associated with the animal food;

(3) Whenever appropriate after an un-
anticipated animal food safety problem
in accordance with §507.42(b); and

(4) Whenever you find that a preven-
tive control, combination of preventive
controls, or the food safety plan as a
whole is ineffective.

(c) You must complete the reanalysis
required by paragraphs (a) and (b) of
this section and validate, as appro-
priate to the nature of the preventive
control and its role in the facility’s
food safety system, any additional pre-
ventive controls needed to address the
hazard identified:

(1) Before any change in activities
(including any change in preventive
control) at the facility is operative; or

(2) When necessary to demonstrate
the control measures can be imple-
mented as designed:

(i) Within 90 calendar days after pro-
duction of the applicable animal food
first begins; or

(ii) Within a reasonable timeframe,
provided that the preventive controls
qualified individual prepares (or over-
sees the preparation of) a written jus-
tification for a timeframe that exceeds
90 calendar days after production of the
applicable animal food first begins.

(d) You must revise the written food
safety plan if a significant change in
the activities conducted at your facil-
ity creates a reasonable potential for a
new hazard or a significant increase in
a previously identified hazard, or docu-
ment the basis for the conclusion that
no revisions are needed.

(e) A preventive controls qualified in-
dividual must perform (or oversee) the
reanalysis.

(f) You must conduct a reanalysis of
the food safety plan when FDA deter-
mines it is necessary to respond to new
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hazards and developments in scientific
understanding.

[80 FR 56337, Sept. 17, 2015, as amended at 81
FR 3718, Jan. 22, 2016]

§507.51 Modified requirements that
apply to a facility solely engaged in
the storage of unexposed packaged
animal food.

(a) If a facility that is solely engaged
in the storage of unexposed packaged
animal food stores any such refrig-
erated packaged animal food that re-
quires time/temperature control to sig-
nificantly minimize or prevent the
growth of, or toxin formation by patho-
gens, the facility must conduct the fol-
lowing activities as appropriate to en-
sure the effectiveness of the tempera-
ture controls:

(1) Establish and implement tempera-
ture controls adequate to significantly
minimize or prevent the growth of, or
toxin formation by, pathogens;

(2) Monitor the temperature controls
with adequate frequency to provide as-
surance that the temperature controls
are consistently performed;

(3) If there is a loss of temperature
control that may impact the safety of
such refrigerated packaged animal
food, take appropriate corrective ac-
tions to:

(i) Correct the problem and reduce
the likelihood that the problem will
recur;

(ii) Evaluate all affected animal food
for safety; and

(iii) Prevent the animal food from en-
tering commerce, if you cannot ensure
the affected animal food is not adulter-
ated under section 402 of the Federal
Food, Drug, and Cosmetic Act;

(4) Verify that temperature controls
are consistently implemented by:

(i) Calibrating temperature moni-
toring and recording devices (or check-
ing them for accuracy);

(ii) Reviewing records of calibration
within a reasonable time after the
records are created; and

(iii) Reviewing records of monitoring
and corrective actions taken to correct
a problem with the control of tempera-
ture within 7-working days after the
records are created or within a reason-
able timeframe, provided that the pre-
ventive controls qualified individual
prepares (or oversees the preparation
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of) a written justification for a time-
frame that exceeds 7-working days; and

(5) Establish and maintain the fol-
lowing records:

(i) Records (whether affirmative
records demonstrating temperature is
controlled or exception records dem-
onstrating loss of temperature control)
documenting the monitoring of tem-
perature controls for any such refrig-
erated packaged animal food;

(ii) Records of corrective actions
taken when there is a loss of tempera-
ture control that may impact the safe-
ty of any such refrigerated packaged
animal food; and

(iii) Records documenting
verification activities.

(b) The records that a facility must
establish and maintain under para-
graph (a)(5) of this section are subject
to the requirements of subpart F of
this part.

the

[80 FR 56337, Sept. 17, 2015, as amended at 81
FR 3718, Jan. 22, 2016]

§507.53 Requirements applicable to a
preventive controls qualified indi-
vidual and a qualified auditor.

(a) One or more preventive controls
qualified individuals must do or over-
see the following:

(1) Preparation of the food safety
plan (§507.31(b));

(2) Validation of the preventive con-
trols (§507.47(b)(1));

(3) Written justification for valida-
tion to be performed in a timeframe
that exceeds the first 90 calendar days
of production of the applicable animal
food;

(4) Determination that validation is
not required (§507.47(c)(4));

(5) Review of records (§507.49(a)(4));

(6) Written justification for review of
records of monitoring and corrective
actions within a timeframe that ex-
ceeds 7-working days;

(7) Reanalysis of the food safety plan
(§507.50(d)); and

(8) Determination that reanalysis can
be completed, and additional preven-
tive controls validated, as appropriate
to the nature of the preventive control
and its role in the facility’s food safety
system, in a timeframe that exceeds
the first 90 calendar days of production
of the applicable animal food.
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(b) A qualified auditor must conduct
an onsite audit (§507.135(a)).

(c)(1) To be a preventive controls
qualified individual, the individual
must have successfully completed
training in the development and appli-
cation of risk-based preventive con-
trols at least equivalent to that re-
ceived under a standardized curriculum
recognized as adequate by FDA or be
otherwise qualified through job experi-
ence to develop and apply a food safety
system. Job experience may qualify an
individual to perform these functions if
such experience has provided an indi-
vidual with knowledge at least equiva-
lent to that provided through the
standardized curriculum. This indi-
vidual may be, but is not required to
be, an employee of the facility; and

(2) To be a qualified auditor, a quali-
fied individual must have technical ex-
pertise obtained through education,
training, or experience (or a combina-
tion thereof) necessary to perform the
auditing function.

(d) All applicable training in the de-
velopment and application of risk-
based preventive controls must be doc-
umented in records, including the date
of the training, the type of training,
and the person(s) trained.

§507.55 Implementation records

quired for this subpart.

re-

(a) You must establish and maintain
the following records documenting im-
plementation of the food safety plan:

(1) Documentation, as required by
§507.36(b), of the basis for not estab-
lishing a preventive control in accord-
ance with §507.36(a);

(2) Records that document the moni-
toring of preventive controls;

(3) Records that document corrective
actions;

4) Records that document
verification, including, as applicable,
those related to:

(i) Validation;

(ii) Verification of monitoring;

(iii) Verification of corrective ac-
tions;

(iv) Calibration of process moni-
toring and verification instruments;

(v) Product testing;

(vi) Environmental monitoring;

(vii) Records review; and

(viii) Reanalysis;
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(5) Records that document the sup-
ply-chain program; and

(6) Records that document applicable
training for the preventive controls
qualified individual and the qualified
auditor.

(b) The records that you must estab-
lish and maintain are subject to the re-
quirements of subpart F of this part.

Subpart D—Withdrawal of a
Quallified Facility Exemption

§507.60 Circumstances that may lead
FDA to withdraw a qualified facil-
ity exemption.

(a) FDA may withdraw a qualified fa-
cility exemption under §507.5(d):

(1) In the event of an active inves-
tigation of a foodborne illness outbreak
that is directly linked to the qualified
facility; or

(2) If FDA determines that it is nec-
essary to protect the public (human or
animal) health and prevent or mitigate
a foodborne illness outbreak based on
conditions or conduct associated with
the qualified facility that are material
to the safety of the animal food manu-
factured, processed, packed, or held at
such facility.

(b) Before FDA issues an order to
withdraw a qualified facility exemp-
tion, FDA:

(1) May consider one or more other
actions to protect the public (human or
animal) health or mitigate a foodborne
illness outbreak, including, a warning
letter, recall, administrative deten-
tion, suspension of registration, refusal
of animal food offered for import, sei-
zure, and injunction;

(2) Must notify the owner, operator,
or agent in charge of the facility, in
writing of circumstances that may lead
FDA to withdraw the exemption, and
provide an opportunity for the owner,
operator, or agent in charge of the fa-
cility to respond in writing, within 15
calendar days of the date of receipt of
the notification, to FDA’s notification;
and

(3) Must consider the actions taken
by the facility to address the cir-
cumstances that may lead FDA to
withdraw the exemption.
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§507.62 Issuance of an order to with-
draw a qualified facility exemption.

(a) An FDA Division Director in
whose division the qualified facility is
located (or, in the case of a foreign fa-
cility, the Director of the Division of
Compliance in the Center for Veteri-
nary Medicine), or an FDA official sen-
ior to either such Director, must ap-
prove an order to withdraw the exemp-
tion before the order is issued.

(b) Any officer or qualified employee
of FDA may issue an order to withdraw
the exemption after it has been ap-
proved in accordance with paragraph
(a) of this section.

(¢c) FDA must issue an order to with-
draw the exemption to the owner, oper-
ator, or agent in charge of the facility.

(d) FDA must issue an order to with-
draw the exemption in writing, signed
and dated by the officer or qualified
employee of FDA who is issuing the
order.

[80 FR 56337, Sept. 17, 2015, as amended at 85
FR 16554, Mar. 24, 2020]

§507.65 Contents of an order to with-
draw a qualified facility exemption.

An order to withdraw a qualified fa-
cility exemption under §507.5(d) must
include the following information:

(a) The date of the order;

(b) The name, address, and location
of the qualified facility;

(c) A brief, general statement of the
reasons for the order, including infor-
mation relevant to one or both of the
following circumstances that leads
FDA to issue the order:

(1) An active investigation of a
foodborne illness outbreak that is di-
rectly linked to the facility; or

(2) Conditions or conduct associated
with a qualified facility that are mate-
rial to the safety of the animal food
manufactured, processed, packed, or
held at such facility.

(d) A statement that the facility
must either:

(1) Comply with subparts C and E of
this part on the date that is 120 cal-
endar days after the date of receipt of
the order or within a reasonable time-
frame, agreed to by FDA, based on a
written justification, submitted to
FDA, for a timeframe that exceeds 120
calendar days from the date of receipt
of the order; or
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(2) Appeal the order within 15 cal-
endar days of the date of receipt of the
order in accordance with the require-
ments of §507.69.

(e) A statement that a facility may
request that FDA reinstate an exemp-
tion that was withdrawn by following
the procedures in §507.85;

(f) The text of section 418(1) of the
Federal Food, Drug, and Cosmetic Act
and of this subpart;

(g) A statement that any informal
hearing on an appeal of the order must
be conducted as a regulatory hearing
under part 16 of this chapter, with cer-
tain exceptions described in §507.73;

(h) The mailing address, telephone
number, email address, fax number,
and name of the FDA Division Director
in whose division the facility is located
(or, in the case of a foreign facility, the
same information for the Director of
the Division of Compliance in the Cen-
ter for Veterinary Medicine); and

(i) The name and the title of the FDA
representative who approved the order.

[80 FR 56337, Sept. 17, 2015, as amended at 81
FR 3718, Jan. 22, 2016; 85 FR 16554, Mar. 24,
2020]

§507.67 Compliance with, or appeal of,
an order to withdraw a qualified fa-
cility exemption.

(a) If you receive an order under
§507.65 to withdraw a qualified facility
exemption, you must either:

(1) Comply with applicable require-
ments of this part within 120 calendar
days of the date of receipt of the order,
or within a reasonable timeframe,
agreed to by FDA, based on a written
justification, submitted to FDA, for a
timeframe that exceeds 120 calendar
days from the date of receipt of the
order; or

(2) Appeal the order within 15 cal-
endar days of the date of receipt of the
order in accordance with the require-
ments of §507.69.

(b) Submission of an appeal, includ-
ing submission of a request for an in-
formal hearing, will not operate to
delay or stay any administrative ac-
tion, including enforcement action by
FDA, unless the Commissioner of Food
and Drugs, as a matter of discretion,
determines that delay or a stay is in
the public interest.
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(c) If you appeal the order, and FDA
confirms the order:

(1) You must comply with applicable
requirements of this part within 120
calendar days of the date of receipt of
the order, or within a reasonable time-
frame, agreed to by FDA, based on a
written justification, submitted to
FDA, for a timeframe that exceeds 120
calendar days from the date of receipt
of the order; and

(2) You are no longer subject to the
requirements in §507.7.

§507.69 Procedure for submitting an
appeal.

(a) To appeal an order to withdraw a
qualified facility exemption, you must:

(1) Submit the appeal in writing to
the FDA Division Director in whose di-
vision the facility is located (or, in the
case of a foreign facility, the Director
of the Division of Compliance in the
Center for Veterinary Medicine), at the
mailing address, email address, or fax
number identified in the order within
15 calendar days of the date of receipt
of confirmation of the order; and

(2) Respond with particularity to the
facts and issues contained in the order,
including any supporting documenta-
tion upon which you rely.

(b) In a written appeal of the order
withdrawing an exemption provided
under §507.5(d), you may include a
written request for an informal hearing
as provided in §507.71.

[80 FR 56337, Sept. 17, 2015, as amended at 81
FR 3718, Jan. 22, 2016; 85 FR 165564, Mar. 24,
2020]

§507.71 Procedure for requesting an
informal hearing.

(a) If you appeal the order, you:

(1) May request an informal hearing;
and

(2) Must submit any request for an
informal hearing together with your
written appeal submitted in accordance
with §507.69 within 15 calendar days of
the date of receipt of the order.

(b) A request for an informal hearing
may be denied, in whole or in part, if
the presiding officer determines that
no genuine and substantial issue of ma-
terial fact has been raised by the mate-
rial submitted. If the presiding officer
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determines that a hearing is not justi-
fied, written notice of the determina-
tion will be given to you explaining the
reason for the denial.

§507.73 Requirements applicable to an
informal hearing.

If you request an informal hearing,
and FDA grants the request:

(a) The hearing will be held within 15
calendar days after the date the appeal
is filed or, if applicable, within a time-
frame agreed upon in writing by you
and FDA.

(b) The presiding officer may require
that a hearing conducted under this
subpart be completed within 1 calendar
day, as appropriate.

(c) FDA must conduct the hearing in
accordance with part 16 of this chapter,
except that:

(1) The order withdrawing an exemp-
tion under §§507.62 and 507.65, rather
than the notice under §16.22(a) of this
chapter, provides notice of opportunity
for a hearing under this section and is
part of the administrative record of the
regulatory hearing under §16.80(a) of
this chapter.

(2) A request for a hearing under this
subpart must be addressed to the FDA
Division Director (or, in the case of a
foreign facility, the Director of the Di-
vision of Compliance in the Center for
Veterinary Medicine) as provided in
the order withdrawing an exemption.

(3) Section 507.75, rather than
§16.42(a) of this chapter, describes the
FDA employees who preside at hear-
ings under this subpart.

(4) Section 16.60(e) and (f) of this
chapter does not apply to a hearing
under this subpart. The presiding offi-
cer must prepare a written report of
the hearing. All written material pre-
sented at the hearing will be attached
to the report. The presiding officer
must include as part of the report of
the hearing a finding on the credibility
of witnesses (other than expert wit-
nesses) whenever credibility is a mate-
rial issue, and must include a proposed
decision, with a statement of reasons.
The hearing participant may review
and comment on the presiding officer’s
report within 2 calendar days of
issuance of the report. The presiding
officer will then issue the final deci-
sion.
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(5) Section 16.80(a)(4) of this chapter
does not apply to a regulatory hearing
under this subpart. The presiding offi-
cer’s report of the hearing and any
comments on the report by the hearing
participant under paragraph (c)(4) of
this section are part of the administra-
tive record.

(6) No party shall have the right,
under §16.119 of this chapter to petition
the Commissioner of Food and Drugs
for reconsideration or a stay of the pre-
siding officer’s final decision.

(7) If FDA grants a request for an in-
formal hearing on an appeal of an order
withdrawing an exemption, the hearing
must be conducted as a regulatory
hearing under a regulation in accord-
ance with part 16 of this chapter, ex-
cept that §16.95(b) does not apply to a
hearing under this subpart. With re-
spect to a regulatory hearing under
this subpart, the administrative record
of the hearing specified in §§16.80(a)(1)
through (3), and (a)(b), of this chapter,
and 507.73(c)(b) constitutes the exclu-
sive record for the presiding officer’s
final decision. For purposes of judicial
review under §10.45 of this chapter, the
record of the administrative pro-
ceeding consists of the record of the
hearing and the presiding officer’s final
decision.

[80 FR 56337, Sept. 17, 2015, as amended at 85
FR 16554, Mar. 24, 2020]

§507.75 Presiding officer for an appeal
and for an informal hearing.

The presiding officer for an appeal,
and for an informal hearing, must be
an Office of Regulatory Affairs Pro-
gram Director or another FDA official
senior to an FDA Division Director.

[85 FR 16555, Mar. 24, 2020]

§507.77 Timeframe for issuing a deci-
sion on an appeal.

(a) If you appeal the order without
requesting a hearing, the presiding offi-
cer must issue a written report that in-
cludes a final decision confirming or
revoking the withdrawal by the 10th
calendar day after the appeal is filed.

(b) If you appeal the order and re-
quest an informal hearing:

(1) If FDA grants the request for a
hearing and the hearing is held, the
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presiding officer must provide a 2 cal-
endar day opportunity for the hearing
participants to review and submit com-
ments on the report of the hearing
under §507.73(c)(4), and must issue a
final decision within 10 calendar days
after the hearing is held; or

(2) If FDA denies the request for a
hearing, the presiding officer must
issue a final decision on the appeal
confirming or revoking the withdrawal
within 10 calendar days after the date
the appeal is filed.

§507.80 Revocation of an order to
withdraw a qualified facility ex-
emption.

An order to withdraw a qualified fa-
cility exemption is revoked if:

(a) You appeal the order and request
an informal hearing, FDA grants the
request for an informal hearing, and
the presiding officer does not confirm
the order within the 10 calendar days
after the hearing, or issues a decision
revoking the order within that time; or

(b) You appeal the order and request
an informal hearing, FDA denies the
request for an informal hearing, and
FDA does not confirm the order within
the 10 calendar days after the appeal is
filed, or issues a decision revoking the
order within that time; or

(c) You appeal the order without re-
questing an informal hearing, and FDA
does not confirm the order within the
10 calendar days after the appeal is
filed, or issues a decision revoking the
order within that time.

§507.83 Final agency action.

Confirmation of a withdrawal order
by the presiding officer is considered a
final agency action for purposes of 5
U.S.C. 702.

§507.85 Reinstatement of a qualified
facility exemption that was with-
drawn.

(a) If the FDA Division Director in
whose division your facility is located
(or, in the case of a foreign facility, the
Director of the Division of Compliance
in the Center for Veterinary Medicine)
determines that a facility has ade-
quately resolved any problems with the
conditions and conduct that are mate-
rial to the safety of the animal food
manufactured, processed, packed, or
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held at the facility and that continued
withdrawal of the exemption is not
necessary to protect public (human and
animal) health and prevent or mitigate
a foodborne illness outbreak, the FDA
Division Director in whose division
your facility is located (or, in the case
of a foreign facility, the Director of the
Division of Compliance in the Center
for Veterinary Medicine) will, on his or
her own initiative or on the request of
a facility, reinstate the exemption.

(b) You may ask FDA to reinstate an
exemption that has been withdrawn
under the procedures of this subpart as
follows:

(1) Submit a request, in writing, to
the FDA Division Director in whose di-
vision your facility is located (or, in
the case of a foreign facility, the Direc-
tor of the Division of Compliance in
the Center for Veterinary Medicine);
and

(2) Present data and information to
demonstrate that you have adequately
resolved any problems with the condi-
tions and conduct that are material to
the safety of the animal food manufac-
tured, processed, packed, or held at
your facility, such that continued
withdrawal of the exemption is not
necessary to protect public (human and
animal) health and prevent or mitigate
a foodborne illness outbreak.

(c) If your exemption was withdrawn
under §507.60(a)(1) and FDA later deter-
mines, after finishing the active inves-
tigation of a foodborne illness out-
break, that the outbreak is not di-
rectly linked to your facility, FDA will
reinstate your exemption under
§507.5(d), and FDA will notify you in
writing that your exempt status has
been reinstated.

(d) If your exemption was withdrawn
under both §507.60(a)(1) and (2) and
FDA later determines, after finishing
the active investigation of a foodborne
illness outbreak, that the outbreak is
not directly linked to your facility,
FDA will inform you of this finding
and you may ask FDA to reinstate
your exemption under §507.5(d) in ac-
cordance with the requirements of
paragraph (b) of this section.

[80 FR 56337, Sept. 17, 2015, as amended at 85
FR 16555, Mar. 24, 2020]
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Subpart E—Supply-Chain Program

§507.105 Requirement to establish and
implement a supply-chain program.

(a)(1) Except as provided by para-
graphs (a)(2) and (3) of this section, the
receiving facility must establish and
implement a risk-based supply-chain
program for those raw materials and
other ingredients for which the receiv-
ing facility has identified a hazard re-
quiring a supply-chain-applied control.

(2) A receiving facility that is an im-
porter, is in compliance with the for-
eign supplier verification requirements
under part 1, subpart L of this chapter,
and has documentation of verification
activities conducted under §1.506(e) of
this chapter (which provides assurance
that the hazards requiring a supply-
chain-applied control for the raw mate-
rial or other ingredient have been sig-
nificantly minimized or prevented)
need not conduct supplier verification
activities for that raw material or
other ingredient.

(3) The requirements in this subpart
do not apply to animal food that is sup-
plied for research or evaluation use,
provided that such animal food:

(i) Is not intended for retail sale and
is not sold or distributed to the public;

(ii) Is labeled with the statement
“Animal food for research or evalua-
tion use’’;

(iii) Is supplied in a small quantity
that is consistent with a research,
analysis, or quality assurance purpose,
the animal food is used only for this
purpose, and any unused quantity is
properly disposed of; and

(iv) Is accompanied with documents,
in accordance with the practice of the
trade, stating that the animal food will
be used for research or evaluation pur-
poses and cannot be sold or distributed
to the public.

(b) The supply-chain program must
be written.

(c) When a supply-chain-applied con-
trol is applied by an entity other than
the receiving facility’s supplier (e.g.,
when a non-supplier applies controls to
certain produce (i.e., produce covered
by part 112 of this chapter), because
growing, harvesting, and packing ac-
tivities are under different manage-
ment), the receiving facility must:
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(1) Verify the supply-chain-applied
control; or

(2) Obtain documentation of an ap-
propriate verification activity from an-
other entity, review and assess the en-
tity’s applicable documentation, and
document that review and assessment.

EFFECTIVE DATE NOTE: At 80 FR 56337,
Sept. 17, 2015, part 507 was added, effective
Nov. 16, 2015, with the exception of paragraph
(a)(2) in §507.105, which is not yet effective.

§507.110 General requirements appli-
cable to a supply-chain program.

(a) The supply-chain program must
include:

(1) Using approved suppliers as re-
quired by §507.120;

(2) Determining appropriate supplier
verification activities (including deter-
mining the frequency of conducting the
activity) as required by §507.125;

(3) Conducting supplier verification
activities as required by §§507.130 and
507.135;

(4) Documenting supplier verification
activities as required by §507.175; and

(5) When applicable, verifying a sup-
ply-chain-applied control applied by an
entity other than the receiving facili-
ty’s supplier and documenting that
verification as required by §507.175, or
obtaining documentation of an appro-
priate verification activity from an-
other entity, reviewing and assessing
that documentation, and documenting
the review and assessment as required
by §507.175.

(b) The following are appropriate sup-
plier verification activities for raw ma-
terials and other ingredients:

(1) Onsite audits;

(2) Sampling and testing of the raw
material or other ingredient;

(3) Review of the supplier’s relevant
food safety records; and

4) Other appropriate supplier
verification activities based on sup-
plier performance and the risk associ-
ated with the raw material or other in-
gredient.

(c) The supply-chain program must
provide assurance that a hazard requir-
ing a supply-chain-applied control has
been significantly minimized or pre-
vented.
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(d)(1) Except as provided by para-
graph (d)(2) of this section, in approv-
ing suppliers and determining the ap-
propriate supplier verification activi-
ties and the frequency with which they
are conducted, the following must be
considered:

(i) The hazard analysis of the animal
food, including the nature of the haz-
ard controlled before receipt of the raw
material or other ingredient, applica-
ble to the raw material and other in-
gredients;

(ii) The entity or entities that will be
applying controls for the hazards re-
quiring a supply-chain-applied control;

(iii) Supplier performance, including:

(A) The supplier’s procedures, proc-
esses, and practices related to the safe-
ty of the raw material and other ingre-
dients;

(B) Applicable FDA food safety regu-
lations and information relevant to the
supplier’s compliance with those regu-
lations, including an FDA warning let-
ter or import alert relating to the safe-
ty of animal food and other FDA com-
pliance actions related to animal food
safety (or, when applicable, relevant
laws and regulations of a country
whose food safety system FDA has offi-
cially recognized as comparable or has
determined to be equivalent to that of
the United States, and information rel-
evant to the supplier’s compliance with
those laws and regulations); and

(C) The supplier’s food safety history
relevant to the raw materials or other
ingredients that the receiving facility
receives from the supplier, including
available information about results
from testing raw materials or other in-
gredients for hazards, audit results re-
lating to the safety of the animal food,
and responsiveness of the supplier in
correcting problems; and

(iv) Any other factors as appropriate
and necessary, such as storage and
transportation practices.

(2) Considering supplier performance
can be limited to the supplier’s compli-
ance history as required by paragraph
(d)(Q)(Eii)(B) of this section, if the sup-
plier is:

(i) A qualified facility as defined by
§507.3;

(ii) A farm that grows produce and is
not a covered farm under part 112 of
this chapter in accordance with
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§112.4(a), or in accordance with
§§112.4(b) and 112.5; or

(iii) A shell egg producer that is not
subject to the requirements of part 118
of this chapter because it has less than
3,000 laying hens.

(e) If the owner, operator, or agent in
charge of a receiving facility deter-
mines through auditing, verification
testing, document review, relevant
consumer, customer, or other com-
plaints, or otherwise that the supplier
is not controlling hazards that the re-
ceiving facility has identified as re-
quiring a supply-chain-applied control,
the receiving facility must take and
document prompt action in accordance
with §507.42 to ensure that raw mate-
rials or other ingredients from the sup-
plier do not cause animal food that is
manufactured or processed by the re-
ceiving facility to be adulterated under
section 402 of the Federal Food, Drug,
and Cosmetic Act.

§507.115 Responsibilities of the receiv-
ing facility.

(a)(1) The receiving facility must ap-
prove suppliers.

(2) Except as provided by paragraphs
(a)(3) and (4) of this section, the receiv-
ing facility must determine and con-
duct appropriate supplier verification
activities, and satisfy all documenta-
tion requirements of this subpart.

(3) An entity other than the receiving
facility may do any of the following,
provided that the receiving facility re-
views and assesses the entity’s applica-
ble documentation, and documents
that review and assessment:

(i) Establish written procedures for
receiving raw materials and other in-
gredients by the entity;

(ii) Document that written proce-
dures for receiving raw materials and
other ingredients are being followed by
the entity; and

(iii) Determine, conduct, or both de-
termine and conduct, the appropriate
supplier verification activities, with
appropriate documentation.

(4) The supplier may conduct and
document sampling and testing of raw
materials and other ingredients, for
the hazard controlled by the supplier,
as a supplier verification activity for a
particular lot of product and provide
such documentation to the receiving
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facility, provided that the receiving fa-
cility reviews and assesses that docu-
mentation, and documents that review
and assessment.

(b) For the purposes of this subpart, a
receiving facility may not accept any
of the following as a supplier
verification activity:

(1) A determination by its supplier of
the appropriate supplier verification
activities for that supplier;

(2) An audit conducted by its sup-
plier;

(3) A review by its supplier of that
supplier’s own relevant food safety
records; or

(4) The conduct by its supplier of
other appropriate supplier verification
activities for that supplier within the
meaning of §507.110(b)(4).

(c) The requirements of this section
do not prohibit a receiving facility
from relying on an audit provided by
its supplier when the audit of the sup-
plier was conducted by a third-party
qualified auditor in accordance with
§§507.130(f) and 507.135.

§507.120 Using approved suppliers.

(a) The receiving facility must ap-
prove suppliers in accordance with the
requirements of §507.110(d), and docu-
ment that approval, before receiving
raw materials and other ingredients re-
ceived from those suppliers;

(b)(1) Written procedures for receiv-
ing raw materials and other ingredi-
ents must be established and followed;

(2) The written procedures for receiv-
ing raw materials and other ingredi-
ents must ensure that raw materials
and other ingredients are received only
from approved suppliers (or, when nec-
essary and appropriate, on a temporary
basis from unapproved suppliers whose
raw materials or other ingredients are
subjected to adequate verification ac-
tivities before acceptance for use); and

(3) Use of the written procedures for
receiving raw materials and other in-
gredients must be documented.

§507.125 Determining appropriate
supplier verification activities (in-
cluding determining the frequency
of conducting the activity).

Appropriate supplier verification ac-
tivities (including the frequency of
conducting the activity) must be deter-
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mined in accordance with the require-
ments of §507.110(d).

§507.130 Conducting supplier
verification activities for raw mate-
rials and other ingredients.

(a) Except as provided by paragraphs
(c), (d), or (e) of this section, one or
more of the supplier verification ac-
tivities specified in §507.110(b), as de-
termined under §507.110(d), must be
conducted for each supplier before
using the raw material or other ingre-
dient from that supplier and periodi-
cally thereafter.

(b)(1) Except as provided by para-
graph (b)(2) of this section, when a haz-
ard in a raw material or other ingre-
dient will be controlled by the supplier
and is one for which there is a reason-
able probability that exposure to the
hazard will result in serious adverse
health consequences or death to hu-
mans or animals:

i) The appropriate supplier
verification activity is an onsite audit
of the supplier; and

(ii) The audit must be conducted be-
fore using the raw material or other in-
gredient from the supplier and at least
annually thereafter.

(2) The requirements of paragraph
(b)(1) of this section do not apply if
there is a written determination that
other verification activities and/or less
frequent onsite auditing of the supplier
provide adequate assurance that the
hazards are controlled.

(c) If a supplier is a qualified facility
as defined by §507.3, the receiving facil-
ity does not need to comply with para-
graphs (a) and (b) of this section if the
receiving facility:

(1) Obtains written assurance that
the supplier is a qualified facility as
defined by §507.3:

(i) Before first approving the supplier
for an applicable calendar year; and

(ii) On an annual basis thereafter, by
December 31 of each calendar year, for
the following calendar year; and

(2) Obtains written assurance, at
least every 2 years, that the supplier is
producing the raw material or other in-
gredient in compliance with applicable
FDA food safety regulations (or, when
applicable, relevant laws and regula-
tions of a country whose food safety
system FDA has officially recognized
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as comparable or has determined to be
equivalent to that of the United
States). The written assurance must
include either:

(i) A brief description of the preven-
tive controls that the supplier is imple-
menting to control the applicable haz-
ard in the animal food; or

(ii) A statement that the facility is
in compliance with State, local, coun-
ty, tribal, or other applicable non-Fed-
eral food safety laws, including rel-
evant laws and regulations of foreign
countries.

(d) If a supplier is a farm that grows
produce and is not a covered farm
under part 112 of this chapter in ac-
cordance with §112.4(a), or in accord-
ance with §§112.4(b) and 112.5, the re-
ceiving facility does not need to com-
ply with paragraphs (a) and (b) of this
section for produce that the receiving
facility receives from the farm as a raw
material or other ingredient if the re-
ceiving facility:

(1) Obtains written assurance that
the raw material or other ingredient
provided by the supplier is not subject
to part 112 of this chapter in accord-
ance with §112.4(a), or in accordance
with §§112.4(b) and 112.5:

(i) Before first approving the supplier
for an applicable calendar year; and

(ii) On an annual basis thereafter, by
December 31 of each calendar year, for
the following calendar year; and

(2) Obtains written assurance, at
least every 2 years, that the farm ac-
knowledges that its food is subject to
section 402 of the Federal Food, Drug,
and Cosmetic Act (or, when applicable,
that its food is subject to relevant laws
and regulations of a country whose
food safety system FDA has officially
recognized as comparable or has deter-
mined to be equivalent to that of the
United States).

(e) If a supplier is a shell egg pro-
ducer that is not subject to the re-
quirements of part 118 of this chapter
because it has less than 3,000 laying
hens, the receiving facility does not
need to comply with paragraphs (a) and
(b) of this section if the receiving facil-
ity:

(1) Obtains written assurance that
the shell eggs produced by the supplier
are not subject to part 118 because the
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shell egg producer has less than 3,000
laying hens:

(i) Before first approving the supplier
for an applicable calendar year; and

(ii) On an annual basis thereafter, by
December 31 of each calendar year, for
the following calendar year; and

(2) Obtains written assurance, at
least every 2 years, that the shell egg
producer acknowledges that its food is
subject to section 402 of the Federal
Food, Drug, and Cosmetic Act (or,
when applicable, that its food is sub-
ject to relevant laws and regulations of
a country whose food safety system
FDA has officially recognized as com-
parable or has determined to be equiva-
lent to that of the United States).

(f) There must not be any financial
conflicts of interest that influence the
results of the verification activities
listed in §507.110(b) and payment must
not be related to the results of the ac-
tivity.

[80 FR 56337, Sept. 17, 2015, as amended at 84
FR 12491, Apr. 2, 2019]

§507.135 Onsite audit.

(a) An onsite audit of a supplier must
be performed by a qualified auditor.

(b) If the raw material or other ingre-
dient at the supplier is subject to one
or more FDA food safety regulations,
an onsite audit must consider such reg-
ulations and include a review of the
supplier’s written plan (e.g., Hazard
Analysis and Critical Control Point
(HACCP) plan or other food safety
plan), if any, and its implementation,
for the hazard being controlled (or,
when applicable, an onsite audit may
consider relevant laws and regulations
of a country whose food safety system
FDA has officially recognized as com-
parable or has determined to be equiva-
lent to that of the United States).

(c)(1) The following may be sub-
stituted for an onsite audit, provided
that the inspection was conducted
within 1 year of the date that the on-
site audit would have been required to
be conducted:

(i) The written results of an appro-
priate inspection of the supplier for
compliance with applicable FDA food
safety regulations by FDA, by rep-
resentatives of other Federal Agencies
(such as the United States Department
of Agriculture), or by representatives
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of State, local, or territorial
agencies; or

(ii) For a foreign supplier, the writ-
ten results of an inspection by FDA or
the food safety authority of a country
whose food safety system FDA has offi-
cially recognized as comparable or has
determined to be equivalent to that of
the United States.

(2) For inspections conducted by the
food safety authority of a country
whose food safety system FDA has offi-
cially recognized as comparable or de-
termined to be equivalent, the animal
food that is the subject of the onsite
audit must be within the scope of the
official recognition or equivalence de-
termination, and the foreign supplier
must be in, and under the regulatory
oversight of, such country.

(d) If the onsite audit is solely con-
ducted to meet the requirements of
this subpart by an audit agent of a cer-
tification body that is accredited in ac-
cordance with regulations in part 1,
subpart M of this chapter, the audit is
not subject to the requirements in
those regulations.

EFFECTIVE DATE NOTE: At 80 FR 56337,
Sept. 17, 2015, part 507 was added, effective
Nov. 16, 2015, with the exception of paragraph
(d) in §507.135, which is not yet effective.

§507.175 Records documenting
supply-chain program.

(a) The records documenting the sup-
ply-chain program are subject to the
requirements of subpart F of this part.

(b) The receiving facility must re-
view the records listed in paragraph (c)
of this section in accordance with
§507.49(a)(4).

(c) The receiving facility must docu-
ment the following in records as appli-
cable to its supply-chain program:

(1) The written supply-chain pro-
gram;

(2) Documentation that a receiving
facility that is an importer is in com-
pliance with the foreign supplier
verification program requirements
under part 1, subpart L of this chapter,
including documentation of
verification activities conducted under
§1.506(e) of this chapter;

(3) Documentation of the approval of
a supplier;

(4) Written procedures for receiving
raw materials and other ingredients;

tribal,
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(5) Documentation demonstrating use
of the written procedures for receiving
raw materials and other ingredients;

(6) Documentation of the determina-
tion of the appropriate supplier
verification activities for raw mate-
rials and other ingredients;

(7) Documentation of the conduct of
an onsite audit. This documentation
must include:

(i) The name of the supplier subject
to the onsite audit;

(ii) Documentation of audit proce-
dures;

(iii) The dates the audit was con-
ducted;

(iv) The conclusions of the audit;

(v) Corrective actions taken in re-
sponse to significant deficiencies iden-
tified during the audit; and

(vi) Documentation that the audit
was conducted by a qualified auditor;

(8) Documentation of sampling and
testing conducted as a supplier
verification activity. This documenta-
tion must include:

(i) Identification of the raw material
or other ingredient tested (including
lot number, as appropriate) and the
number of samples tested;

(ii) Identification of the test(s) con-
ducted, including the analytical meth-
od(s) used;

(iii) The date(s) on which the test(s)
were conducted and the date of the re-
port;

(iv) The results of the testing;

(v) Corrective actions taken in re-
sponse to detection of hazards; and

(vi) Information identifying the lab-
oratory conducting the testing;

(9) Documentation of the review of
the supplier’s relevant food safety
records. This documentation must in-
clude:

(i) The name of the supplier whose
records were reviewed;

(ii) The date(s) of review;

(iii) The general nature of the records
reviewed;

(iv) The conclusions of the review;
and

(v) Corrective actions taken in re-
sponse to significant deficiencies iden-
tified during the review;

(10) Documentation of other appro-
priate supplier verification activities
based on the supplier performance and
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the risk associated with the raw mate-
rial or other ingredient;

(11) Documentation of any deter-
mination that verification activities
other than an onsite audit, and/or less
frequent onsite auditing of a supplier,
provide adequate assurance that the
hazards are controlled when a hazard
in a raw material or other ingredient
will be controlled by the supplier and is
one for which there is a reasonable
probability that exposure to the hazard
will result in serious adverse health
consequences or death to humans or
animals;

(12) The following documentation of
an alternative verification activity for
a supplier that is a qualified facility:

(i) The written assurance that the
supplier is a qualified facility as de-
fined by §507.3; and

(ii) The written assurance that the
supplier is producing the raw material
or other ingredient in compliance with
applicable FDA food safety regulations
(or, when applicable, relevant laws and
regulations of a country whose food
safety system FDA has officially recog-
nized as comparable or has determined
to be equivalent to that of the United
States);

(13) The following documentation of
an alternative verification activity for
a supplier that is a farm that supplies
a raw material or other ingredient and
is not a covered farm under part 112 of
this chapter:

(i) The written assurance that sup-
plier is not a covered farm under part
112 of this chapter in accordance with
§112.4(a), or in accordance with
§§112.4(b) and 112.5; and

(ii) The written assurance that the
farm acknowledges that its food is sub-
ject to section 402 of the Federal Food,
Drug, and Cosmetic Act (or, when ap-
plicable, that its food is subject to rel-
evant laws and regulations of a coun-
try whose food safety system FDA has
officially recognized as comparable or
has determined to be equivalent to
that of the United States);

(14) The following documentation of
an alternative verification activity for
a supplier that is a shell egg producer
that is not subject to the requirements
established in part 118 of this chapter
because it has less than 3,000 laying
hens:
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(i) The written assurance that the
shell eggs provided by the supplier are
not subject to part 118 of this chapter
because the supplier has less than 3,000
laying hens; and

(ii) The written assurance that the
shell egg producer acknowledges that
its food is subject to section 402 of the
Federal Food, Drug, and Cosmetic Act
(or, when applicable, that its food is
subject to relevant laws and regula-
tions of a country whose safety system
FDA has officially recognized as com-
parable or has determined to be equiva-
lent to that of the United States);

(15) The written results of an appro-
priate inspection of the supplier for
compliance with applicable FDA food
safety regulations by FDA, by rep-
resentatives of other Federal Agencies
(such as the United States Department
of Agriculture), or by representatives
from State, local, tribal, or territorial
agencies, or the food safety authority
of another country when the results of
such an inspection is substituted for an
onsite audit;

(16) Documentation of actions taken
with respect to supplier non-conform-
ance;

(17) Documentation of verification of
a supply-chain-applied control applied
by an entity other than the receiving
facility’s supplier; and

(18) When applicable, documentation
of the receiving facility’s review and
assessment of:

(i) Applicable documentation from an
entity other than the receiving facility
that written procedures for receiving
raw materials and other ingredients
are being followed,;

(ii) Applicable documentation, from
an entity other than the receiving fa-
cility, of the determination of the ap-
propriate supplier verification activi-
ties for raw materials and other ingre-
dients;

(iii) Applicable documentation, from
an entity other than the receiving fa-
cility, of conducting the appropriate
supplier verification activities for raw
materials and other ingredients;

(iv) Applicable documentation, from
its supplier, of:

(A) The results of sampling and test-
ing conducted by the supplier; or

(B) The results of an audit conducted
by a third-party qualified auditor in
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accordance with §§507.130(f) and 507.135;
and

(v) Applicable documentation, from
an entity other than the receiving fa-
cility, of verification activities when a
supply-chain-applied control is applied
by an entity other than the receiving
facility’s supplier.

EFFECTIVE DATE NOTE: At 80 FR 56337,
Sept. 17, 2015, part 507 was added, effective
Nov. 16, 2015, with the exception of paragraph
(c)(2) in §507.175, which is not yet effective.

Subpart F—Requirements Apply-
ing to Records That Must Be
Established and Maintained

§507.200 Records subject to the re-
quirements of this subpart.

(a) Except as provided by paragraphs
(d) and (e) of this section, all records
required by this part are subject to all
requirements of this subpart.

(b) Records obtained by FDA in ac-
cordance with this part are subject to
the disclosure requirements under part
20 of this chapter.

(c) All records required by this part
must be made promptly available to a
duly authorized representative of the
Secretary of Health and Human Serv-
ices for official review and copying
upon oral or written request.

(d) The requirements of §507.206 apply
only to the written food safety plan.

(e) The requirements of §507.202(a)(2),
(4), and (5) and (b) do not apply to the
records required by §507.7.

§507.202 General requirements apply-
ing to records.

(a) Records must:

(1) Be kept as original records, true
copies (such as photocopies, pictures,
scanned copies, microfilm, microfiche,
or other accurate reproductions of the
original records), or electronic records;

(2) Contain the actual values and ob-
servations obtained during monitoring
and as appropriate, during verification
activities;

(3) Be accurate, indelible, and legible;

(4) Be created concurrently with per-
formance of the activity documented;
and

(5) Be as detailed as necessary to pro-
vide history of work performed.

(b) All records must include:
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(1) Information adequate to identify
the plant or facility (e.g., the name,
and when necessary, the location of the
plant or facility);

(2) The date and, when appropriate,
the time of the activity documented;

(3) The signature or initials of the
person performing the activity; and

(4) Where appropriate, the identity of
the product and the lot code, if any.

(c) Records that are established or
maintained to satisfy the requirements
of this part and that meet the defini-
tion of electronic records in §11.3(b)(6)
of this chapter are exempt from the re-
quirements of part 11 of this chapter.
Records that satisfy the requirements
of this part, but that also are required
under other applicable statutory provi-
sions or regulations, remain subject to
part 11 of this chapter.

§507.206 Additional requirements ap-
plying to the food safety plan.

The owner, operator, or agent in
charge of the facility must sign and
date the food safety plan upon initial
completion and upon any modification.

§507.208 Requirements for record re-
tention.

(a)(1) All records required by this
part must be retained at the plant or
facility for at least 2 years after the
date they were prepared.

(2) Records that a facility relies on
during the 3-year period preceding the
applicable calendar year to support its
status as a qualified facility must be
retained at the facility as long as nec-
essary to support the status of a facil-
ity as a qualified facility during the
applicable calendar year.

(b) Records that relate to the general
adequacy of the equipment or processes
being used by a facility, including the
results of scientific studies and evalua-
tions, must be retained by the facility
for at least 2 years after their use is
discontinued (e.g., because the facility
has updated the written food safety
plan (§507.31) or records that document
validation of the written food safety
plan (§507.45(b))).

(c) Except for the food safety plan,
offsite storage of records is permitted
if such records can be retrieved and
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provided onsite within 24 hours of re-
quest for official review. The food safe-
ty plan must remain onsite. Electronic
records are considered to be onsite if
they are accessible from an onsite loca-
tion.

(d) If the plant or facility is closed
for a prolonged period, the food safety
plan may be transferred to some other
reasonably accessible location but
must be returned to the plant or facil-
ity within 24 hours for official review
upon request.

§507.212 Use of existing records.

(a) Existing records (e.g., records that
are kept to comply with other Federal,
State, or local regulations, or for any
other reason) do not need to be dupli-
cated if they contain all of the required
information and satisfy the require-
ments of this subpart. Existing records
may be supplemented as necessary to
include all of the required information
and satisfy the requirements of this
subpart.

(b) The information required by this
part does not need to be kept in one set
of records. If existing records contain
some of the required information, any
new information required by this part
may be kept either separately or com-
bined with the existing records.

§507.215 Special requirements appli-
cable to a written assurance.

(a) Any written assurance required
by this part must contain the following
elements:

(1) Effective date;

(2) Printed names and signatures of
authorized officials;

(3) The applicable assurance under:

(1) §507.36(a)(2);

(ii) §507.36(a)(3);

(iii) §507.36(a)(4);

(iv) §507.130(c)(2);

(v) §507.130(d)(2); or

(vi) §507.130(e)(2).

(b) A written assurance required
under §507.36(a)(2), (3) or (4) must in-
clude:

(1) Acknowledgement that the facil-
ity that provides the written assurance
assumes legal responsibility to act con-
sistently with the assurance and docu-
ment its actions taken to satisfy the
written assurance; and
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(2) Provision that if the assurance is
terminated in writing by either entity,
responsibility for compliance with the
applicable provisions of this part re-
verts to the manufacturer/processor as
of the date of termination.

PART 509—UNAVOIDABLE CON-
TAMINANTS IN ANIMAL FOOD
AND FOOD-PACKAGING MATE-
RIAL

Subpart A—General Provisions

Sec.

509.3 Definitions and interpretations.

509.4 Establishment of tolerances,
latory limits, and action levels.

509.5 Petitions.

509.6 Added poisonous or deleterious sub-
stances.

509.7 Unavoidability.

509.15 Use of polychlorinated biphenyls
(PCB’s) in establishments manufacturing
food-packaging materials.

regu-

Subpart B—Tolerances for Unavoidable
Poisonous or Deleterious Substances

509.30 Temporary tolerances for

chlorinated biphenyls (PCB’s).

poly-

Subpart C—Regulatory Limits for Added
Poisonous or Deleterious Substances
[Reserved]

Subpart D—Naturally Occurring Poisonous
or Deleterious Substances [Reserved]

AUTHORITY: 21 U.S.C. 336, 342, 346, 346a, 348,
371.

SOURCE: 42 FR 52821, Sept. 30, 1977, unless
otherwise noted.

Subpart A—General Provisions

§509.3 Definitions and interpretations.

(a) Act means the Federal Food,
Drug, and Cosmetic Act.

(b) The definitions of terms con-
tained in section 201 of the act are ap-
plicable to such terms when used in
this part unless modified in this sec-
tion.

(¢c) A naturally occurring poisonous or
deleterious substance is a poisonous or
deleterious substance that is an inher-
ent natural constituent of a food and is
not the result of environmental, agri-
cultural, industrial, or other contami-
nation.
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(d) An added poisonous or deleterious
substance is a poisonous or deleterious
substance that is not a naturally oc-
curring poisonous or deleterious sub-
stance. When a naturally occurring
poisonous or deleterious substance is
increased to abnormal levels through
mishandling or other intervening acts,
it is an added poisonous or deleterious
substance to the extent of such in-
crease.

(e) Food includes pet food, animal
feed, and substances migrating to food
from food-contact articles.

§509.4 Establishment of tolerances,
regulatory limits, and action levels.

(a) When appropriate under the cri-
teria of §509.6, a tolerance for an added
poisonous or deleterious substance,
which may be a food additive, may be
established by regulation in subpart B
of this part under the provisions of sec-
tion 406 of the act. A tolerance may
prohibit any detectable amount of the
substance in food.

(b) When appropriate under the cri-
teria of §509.6, and under section
402(a)(1) of the act, a regulatory limit
for an added poisonous or deleterious
substance, which may be a food addi-
tive, may be established by regulation
in subpart C of this part under the pro-
visions of sections 402(a)(1) and 701(a) of
the act. A regulatory limit may pro-
hibit any detectable amount of the sub-
stance in food. The regulatory limit es-
tablished represents the level at which
food is adulterated within the meaning
of section 402(a)(1) of the act.

(c)(1) When appropriate under the cri-
teria of §509.6, an action level for an
added poisonous or deleterious sub-
stance, which may be a food additive,
may be established to define a level of
contamination at which a food may be
regarded as adulterated.

(2) Whenever an action level is estab-
lished or changed, a notice shall be
published in the FEDERAL REGISTER as
soon as practicable thereafter. The no-
tice shall call attention to the mate-
rial supporting the action level which
shall be on file with the Division of
Dockets Management before the notice
is published. The notice shall invite
public comment on the action level.

(d) A regulation may be established
in subpart D of this part to identify a
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food containing a naturally occurring
poisonous or deleterious substance
which will be deemed to be adulterated
under section 402(a)(1) of the act. These
regulations do not constitute a com-
plete list of such foods.

[42 FR 52821, Sept. 30, 1977, as amended at 55
FR 20786, May 21, 1990]

§509.5 Petitions.

The Commissioner of Food and
Drugs, either on his own initiative or
on behalf of any interested person who
has submitted a petition, may issue a
proposal to establish, revoke, or amend
a regulation under this part. Any such
petition shall include an adequate fac-
tual basis to support the petition, shall
be in the form set forth in §10.30 of this
chapter, and will be published in the
FEDERAL REGISTER for comment if it
contains reasonable grounds for the
proposed regulation.

[42 FR 52821, Sept. 30, 1977, as amended at 54
FR 18280, Apr. 28, 1989]

§509.6 Added poisonous or deleterious
substances.

(a) Use of an added poisonous or dele-
terious substance, other than a pes-
ticide chemical, that is also a food ad-
ditive will be controlled by a regula-
tion issued under section 409 of the act
when possible. When such a use cannot
be approved under the criteria of sec-
tion 409 of the act, or when the added
poisonous or deleterious substance is
not a food additive, a tolerance, regu-
latory limit, or action level may be es-
tablished pursuant to the criteria in
paragraphs (b), (c), or (d) of this sec-
tion. Residues resulting from the use of
an added poisonous or deleterious sub-
stance that is also a pesticide chemical
will ordinarily be controlled by a toler-
ance established in a regulation issued
under sections 406, 408, or 409 of the act
by the U.S. Environmental Protection
Agency (EPA). When such a regulation
has not been issued, an action level for
an added poisonous or deleterious sub-
stance that is also a pesticide chemical
may be established by the Food and
Drug Administration. The Food and
Drug Administration will request EPA
to recommend such an action level pur-
suant to the criteria established in
paragraph (d) of this section.
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(b) A tolerance for an added poi-
sonous or deleterious substance in any
food may be established when the fol-
lowing criteria are met:

(1) The substance cannot be avoided
by good manufacturing practice.

(2) The tolerance established is suffi-
cient for the protection of the public
health, taking into account the extent
of which the presence of the substance
cannot be avoided and the other ways
in which the consumer may be affected
by the same or related poisonous or
deleterious substances.

(3) No technological or other changes
are foreseeable in the near future that
might affect the appropriateness of the
tolerance established. Examples of
changes that might affect the appro-
priateness of the tolerance include an-
ticipated improvements in good manu-
facturing practice that would change
the extent to which use of the sub-
stance is unavoidable and anticipated
studies expected to provide significant
new toxicological or use data.

(c) A regulatory limit for an added
poisonous or deleterious substance in
any food may be established when each
of the following criteria is met:

(1) The substance cannot be avoided
by current good manufacturing prac-
tices.

(2) There is no tolerance established
for the substance in the particular food
under sections 406, 408, or 409 of the act.

(3) There is insufficient information
by which a tolerance may be estab-
lished for the substance under section
406 of the act or technological changes
appear reasonably possible that may
affect the appropriateness of a toler-
ance. The regulatory limit established
represents the level at which food is
adulterated within the meaning of sec-
tion 402(a)(1) of the act.

(d) An action level for an added poi-
sonous or deleterious substance in any
food may be established when the cri-
teria in paragraph (b) of this section
are met, except that technological or
other changes that might affect the ap-
propriateness of the tolerance are fore-
seeable in the near future. An action
level for an added poisonous or delete-
rious substance in any food may be es-
tablished at a level at which the Food
and Drug Administration may regard
the food as adulterated within the
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meaning of section 402(a)(1) of the act,
without regard to the criteria in para-
graph (b) of this section or in section
406 of the act. An action level will be
withdrawn when a tolerance or regu-
latory limit for the same substance and
use has been established.

(e) Tolerances will be established
under authority appropriate for action
levels (sections 306, 402(a), and 701(a) of
the act, together with section 408 or 409
of the act, if appropriate) as well as
under authority appropriate for toler-
ances (sections 406 and 701 of the act).
In the event the effectiveness of a tol-
erance is stayed pursuant to section
701(e)(2) of the act by the filing of an
objection, the order establishing the
tolerance shall be deemed to be an
order establishing an action level until
final action is taken upon such objec-
tion.

[42 FR 52821, Sept. 30, 1977, as amended at 55
FR 20786, May 21, 1990]

§509.7

(a) Tolerances and action levels in
this part are established at levels based
on the unavoidability of the poisonous
or deleterious substance concerned and
do not establish a permissible level of
contamination where it is avoidable.

(b) Compliance with tolerances, regu-
latory limits, and action levels does
not excuse failure to observe either the
requirement in section 402(a)(4) of the
act that food may not be prepared,
packed, or held under insanitary condi-
tions or the other requirements in this
chapter that food manufacturers must
observe current good manufacturing
practices. Evidence obtained through
factory inspection or otherwise indi-
cating such a violation renders the
food unlawful, even though the
amounts of poisonous or deleterious
substances are lower than the cur-
rently established tolerances, regu-
latory limits, or action levels. The
manufacturer of food must at all times
utilize quality control procedures
which will reduce contamination to the
lowest level currently feasible.

Unavoidability.

[42 FR 52821, Sept. 30, 1977, as amended at 55
FR 20786, May 21, 1990]
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§509.15 Use of polychlorinated
biphenyls (PCB’s) in establishments
manufacturing food-packaging ma-
terials.

(a) Polychlorinated biphenyls (PCB’s)
represent a class of toxic industrial
chemicals manufactured and sold under

a variety of trade names, including:
Aroclor (United States); Phenoclor
(France); Colphen (Germany); and

Kanaclor (Japan). PCB’s are highly sta-
ble, heat resistant, and nonflammable
chemicals. Industrial uses of PCB’s in-
clude, or did include in the past, their
use as electrical transformer and ca-
pacitor fluids, heat transfer fluids, hy-
draulic fluids, and plasticizers, and in
formulations of lubricants, coatings,
and inks. Their unique physical and
chemical properties and widespread,
uncontrolled industrial applications
have caused PCB’s to be a persistent
and ubiquitous contaminant in the en-
vironment, causing the contamination
of certain foods. In addition, incidents
have occurred in which PCB’s have di-
rectly contaminated animal feeds as a
result of industrial accidents (leakage
or spillage of PCB fluids from plant
equipment). These accidents in turn
caused the contamination of food prod-
ucts intended for human consumption
(meat, milk and eggs). Investigations
by the Food and Drug Administration
have revealed that a significant per-
centage of paper food-packaging mate-
rial contains PCB’s which can migrate
to the packaged food. The origin of
PCB’s in such material is not fully un-
derstood. Reclaimed fibers containing
carbonless copy paper (contains 3 to 5
percent PCB’s) have been identified as
a primary source of PCB’s in paper
products. Some virgin paper products
have also been found to contain PCB’s,
the source of which is generally attrib-
uted to direct contamination from in-
dustrial accidents from the use of PCB-
containing equipment and machinery
in food-packaging manufacturing es-
tablishments. Since PCB’s are toxic
chemicals, the PCB contamination of
food-packaging materials as a result of
industrial accidents, which can cause
the PCB contamination of food, rep-
resents a hazard to public health. It is
therefore necessary to place certain re-
strictions on the industrial uses of
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PCB’s in establishments manufac-
turing food-packaging materials.

(b) The following special provisions
are necessary to preclude the acci-
dental PCB contamination of food-
packaging materials:

(1) New equipment or machinery for
manufacturing food-packaging mate-
rials shall not contain or use PCB’s.

(2) On or before September 4, 1973, the
management of establishments manu-
facturing food-packaging materials
shall:

(i) Have the heat exchange fluid used
in existing equipment for manufac-
turing food-packaging materials sam-
pled and tested to determine whether it
contains PCB’s or verify the absence of
PCB’s in such formulations by other
appropriate means. On or before Sept.
4, 1973, any such fluid formulated with
PCB’s must to the fullest extent pos-
sible commensurate with current good
manufacturing practices be replaced
with a heat exchange fluid that does
not contain PCB’s.

(ii) Eliminate to the fullest extent
possible commensurate with current
good manufacturing practices from the
establishment any other PCB-con-
taining equipment, machinery and ma-
terials wherever there is a reasonable
expectation that such articles could
cause food-packaging materials to be-
come contaminated with PCB’s either
as a result of normal use or as a result
of accident, breakage, or other mishap.

(iii) The toxicity and other charac-
teristics of fluids selected as PCB re-
placements must be adequately deter-
mined so that the least potentially
hazardous replacement is used. In mak-
ing this determination with respect to
a given fluid, consideration should be
given to (a) its toxicity; (b) the max-
imum quantity that could be spilled
onto a given quantity of food before it
would be noticed, taking into account
its color and odor; (¢) possible signaling
devices in the equipment to indicate a
loss of fluid, etc.; and (d) its environ-
mental stability and tendency to sur-
vive and be concentrated through the
food chain. The judgment as to wheth-
er a replacement fluid is sufficiently
non-hazardous is to be made on an indi-
vidual installation and operation basis.

(c) The provisions of this section do
not apply to electrical transformers
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and condensers containing PCB’s in
sealed containers.

Subpart B—Tolerances for Un-
avoidable Poisonous or Dele-
terious Substances

§509.30 Temporary tolerances for pol-
ychlorinated biphenyls (PCB’s).

(a) Polychlorinated biphenyls (PCB’s)
are toxic, industrial chemicals. Be-
cause of their widespread, uncontrolled
industrial applications, PCB’s have be-
come a persistent and ubiquitous con-
taminant in the environment. As a re-
sult, certain foods and animal feeds,
principally those of animal and marine
origin, contain PCB’s as unavoidable,
environmental contaminants. PCB’s
are transmitted to the food portion
(meat, milk, and eggs) of food pro-
ducing animals ingesting PCB con-
taminated animal feed. In addition, a
significant percentage of paper food-
packaging materials contain PCB’s
which may migrate to the packaged
food. The source of PCB’s in paper
food-packaging materials is primarily
of certain types of carbonless copy
paper (containing 3 to 5 percent PCB’s)
in waste paper stocks used for manu-
facturing recycled paper. Therefore,
temporary tolerances for residues of
PCB’s as unavoidable environmental or
industrial contaminants are estab-
lished for a sufficient period of time
following the effective date of this
paragraph to permit the elimination of
such contaminants at the earliest prac-
ticable time. For the purposes of this
paragraph, the term polychlorinated
biphenyls (PCB’s) is applicable to mix-
tures of chlorinated biphenyl com-
pounds, irrespective of which mixture
of PCB’s is present as the residue. The
temporary tolerances for residues of
PCB'’s are as follows:

(1) 0.2 part per million in finished
animal feed for food-producing animals
(except the following finished animal
feeds: feed concentrates, feed supple-
ments, and feed premixes).

(2) 2 parts per million in animal feed
components of animal origin, including
fishmeal and other by-products of ma-
rine origin and in finished animal feed
concentrates, supplements, and pre-
mixes intended for food-producing ani-
mals.
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(3) 10 parts per million in paper food-
packaging material intended for or
used with finished animal feed and any
components intended for animal feeds.
The tolerance shall not apply to paper
food-packaging material separated
from the food therein by a functional
barrier which is impermeable to migra-
tion of PCB’s.

(b) A compilation entitled ‘‘Analyt-
ical Methodology for Polychlorinated
Biphenyls, February 1973 for deter-
mining compliance with the tolerances
established in this section is available
from the Division of Dockets Manage-
ment, Food and Drug Administration,
5630 Fishers Lane, rm. 1061, Rockville,
MD 20852.

[42 FR 52821, Sept. 30, 1977, as amended at 46
FR 8460, Jan. 27, 1981; 59 FR 14365, Mar. 28,
1994; 68 FR 24879, May 9, 2003]

Subpart C—Regulatory Limits for
Added Poisonous or Delete-
rious Substances [Reserved]

Subpart D—Naturally Occurring
Poisonous or Deleterious Sub-
stances [Reserved]

PART 510—NEW ANIMAL DRUGS

Subpart A—General Provisions

Sec.

510.3 Definitions and interpretations.

510.4 Biologics; products subject to license
control.

510.7 Consignees of new animal drugs for
use in the manufacture of animal feed.

510.95 [Reserved]

Subpart B—Specific Administrative Rulings
and Decisions

510.106 Labeling of drugs for use in milk-
producing animals.

510.106 Labeling of antibiotic and anti-
biotic-containing drugs intended for use
in milk-producing animals.

510.110 Antibiotics used in food-producing
animals.

510.112 Antibiotics used in veterinary medi-
cine and for nonmedical purposes; re-
quired data.

Subpart C—Import Tolerances for Residues
of Unapproved New Animal Drugs in Food

510.201 Scope.
510.202 Definitions.
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510.203 Initiation of a proceeding to estab-
lish or amend an import tolerance.

510.205 Content and administration of a re-
quest.

510.206 Review of information supporting
actions to establish or amend an import
tolerance.

510.207 Disclosure of information submitted
in a request.

510.209 Establishment, denial,
ment of an import tolerance.

510.210 Revocation of an import tolerance.

510.212 Administrative reconsideration of
action.

510.213 Administrative stay of action.

or amend-

Subpart D—Records and Reports

510.301 Records and reports concerning ex-
perience with animal feeds bearing or
containing new animal drugs for which
an approved medicated feed mill license
application is in effect.

510.306 Maintenance of copies of approved
medicated feed mill licenses to manufac-
ture animal feed bearing or containing
new animal drugs.

Subpart E—Requirements for Specific New
Animal Drugs

510.410 Corticosteroids for oral, injectable,
and ophthalmic use in animals; warnings
and labeling requirements.

510.440 Injectable iron preparations.

510.455 Requirements for free-choice medi-
cated feeds.

Subpart F [Reserved]

Subpart G—Sponsors of Approved
Applications

510.600 Names, addresses, and drug labeler
codes of sponsors of approved applica-
tions.

AUTHORITY: 21 U.S.C. 321, 331, 351, 352, 353,

360b, 371, 379%.

SOURCE: 40 FR 13807, Mar. 27, 1975, unless
otherwise noted.

Subpart A—General Provisions

§510.3 Definitions and interpretations.

As used in this part:

(a) The term act means the Federal
Food, Drug, and Cosmetic Act, as
amended (secs. 201-902, 52 Stat. 1040 et
seq., as amended; 21 U.S.C. 321-392).

(b) Department means the Department
of Health and Human Services.

(c) Secretary means the Secretary of
Health and Human Services.
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(d) Commissioner means the Commis-
sioner of Food and Drugs.

(e) Person means individuals, partner-
ships, corporations, and associations.

(f) The definitions and interpreta-
tions of terms contained in section 201
of the act shall be applicable to such
terms when used in the regulations in
this part.

(g) The term new animal drug means
any drug intended for use for animals
other than man, including any drug in-
tended for use in animal feed but not
including such animal feed:

(1) The composition of which is such
that such drug is not generally recog-
nized, among experts qualified by sci-
entific training and experience to
evaluate the safety and effectiveness of
animal drugs, as safe and effective for
use under the conditions prescribed,
recommended, or suggested in the la-
beling thereof; except that such a drug
not so recognized shall not be deemed
to be a new animal drug if at any time
prior to June 25, 1938, it was subject to
the Food and Drug Act of June 30, 1906,
as amended, and if at such time its la-
beling contained the same representa-
tions concerning the conditions of its
use; or

(2) The composition of which is such
that such drug, as a result of investiga-
tions to determine its safety and effec-
tiveness for use under such conditions,
has become so recognized but which
has not, otherwise than in such inves-
tigations, been used to a material ex-
tent or for a material time under such
conditions.

(h) The term animal feed means an ar-
ticle which is intended for use for food
for animals other than man and which
is intended for use as a substantial
source of nutrients in the diet of the
animal, and is not limited to a mixture
intended to be the sole ration of the
animal.

(i) The newness of an animal drug, in-
cluding a new animal drug intended for
use in or on animal feed, may arise by
reason of: (1) The newness for its in-
tended drug use of any substance of
which the drug is comprised, in whole
or in part, whether it be an active sub-
stance or a menstruum, excipient, car-
rier, coating, or other component; (2)
the newness for its intended drug use of
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a combination of two or more sub-
stances, none of which is itself a new
animal drug; (3) the newness for its in-
tended drug use of the proportion of a
substance in a combination, even
though such combination containing
such substance in other proportion is
not a new animal drug; (4) the newness
for its intended drug use in a different
species of animal; (5) the newness of its
intended drug use in diagnosing, cur-
ing, mitigating, treating, or preventing
a disease, or to affect a structure or
function of the animal body, even
though such drug is not a new animal
drug when used in another disease or to
affect another structure or function of
the body; or (6) the newness of a dos-
age, or method or duration of adminis-
tration or application, or any other
condition of wuse prescribed, rec-
ommended, or suggested in the labeling
of such drug, even though such drug or
animal feed containing such drug when
used in another dosage, or another
method or duration of administration
or application, or different condition,
is not a new animal drug.

(j) Animals used only for laboratory re-
search and laboratory research animals
mean individual animals or groups of
animals intended for use and used sole-
ly for laboratory research purposes, re-
gardless of species, and does not in-
clude animals intended to be used for
any food purposes or animals intended
to be kept as livestock.

(k) Sponsor means the person request-
ing designation for a minor-use or
minor-species drug as defined in part
516 of this chapter, who must be the
real party in interest of the develop-
ment and the intended or actual pro-
duction and sales of such drug (in this
context, the sponsor may be an indi-
vidual, partnership, organization, or
association). Sponsor also means the
person responsible for an investigation
of a new animal drug. In this context,
the sponsor may be an individual, part-
nership, corporation, or Government
agency or may be a manufacturer, sci-
entific institution, or an investigator
regularly and lawfully engaged in the
investigation of new animal drugs.
Sponsor also means the person submit-
ting or receiving approval for a new
animal drug application (in this con-
text, the sponsor may be an individual,
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partnership, organization, or associa-
tion). In all contexts, the sponsor is re-
sponsible for compliance with applica-
ble provisions of the act and regula-
tions.

[40 FR 13807, Mar. 27, 1975, as amended at 50
FR 7517, Feb. 22, 1985; 54 FR 22741, May 26,
1989; 64 FR 69190, Dec. 10, 1999; 72 FR 41017,
July 26, 2007]

§510.4 Biologics; products subject to
license control.

An animal drug produced and distrib-
uted in full conformance with the ani-
mal virus, serum, and toxin law of
March 4, 1913 (37 Stat. 832; 21 U.S.C. 151
et seq. ) and any regulations issued
thereunder shall not be deemed to be
subject to section 512 of the Federal
Food, Drug, and Cosmetic Act.

§510.7 Consignees of new animal
drugs for use in the manufacture of
animal feed.

(a) A new animal drug intended for
use in the manufacture of animal feed
shall be deemed to be unsafe unless at
the time of its removal from the estab-
lishment of a manufacturer, packer, or
distributor of such drug, such manufac-
turer, packer, or distributor has an
unrevoked written statement from the
consignee of such drug, or a notice
from the Secretary, to the effect that
with respect to the use of such drug in
animal feed the consignee:

(1) Holds a license issued under
§515.20 of this chapter; or

(2) Will, if the consignee is not the
user of the drug, ship such drug only to
a holder of an approved application
under §515.10 of this chapter.

(b) The requirements of paragraph (a)
of this section do not apply:

(1) Where such drugs are intended for
export and/or

(2) When the use of such drug in the
manufacture of a finished feed has been
exempted from the requirements of
section 512(m) of the act under the con-
ditions specified by regulations pub-
lished in part 558 of this chapter.

[40 FR 13807, Mar. 27, 1975, as amended at 64
FR 63203, Nov. 19, 1999]
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Subpart B—Specific Administrative
Rulings and Decisions

§510.105 Labeling of drugs for use in
milk-producing animals.

(a) Part 526 of this chapter provides
for new animal drugs intended for
intramammary use in animals and in-
cludes conditions of use intended to
prevent the contamination of milk
from the use of such drugs.

(b) Preparations containing anti-
biotics and other potent drugs labeled
with directions for use in milk-pro-
ducing animals will be misbranded
under section 502(f)(2) of the act unless
their labeling bears appropriate warn-
ings and directions for use to avoid
adulteration of milk under section
402(a)(2)(c)(ii) of the act.

(c) It is the position of the Food and
Drug Administration that the labeling
for such preparations should bear a
clear warning that either:

(1) The article should not be adminis-
tered to animals producing milk, since
to do so would result in contamination
of the milk; or

(2) The label should bear the fol-
lowing statement: ‘“Warning: Milk that
has been taken from animals during
treatment and for =~ hours after the
latest treatment must not be used for
food”, the blank being filled in with
the figure that the manufacturer has
determined by appropriate investiga-
tion is needed to insure that the milk
will not carry violative residues result-
ing from use of the preparation. If the
use of the preparation as recommended
does not result in contamination of the
milk, neither of the above warning
statements is required.

[40 FR 13807, Mar. 27, 1975, as amended at 63
FR 32980, June 17, 1998; 64 FR 51241, Sept. 22,
1999]

§510.106 Labeling of antibiotic and an-
tibiotic-containing drugs intended
for use in milk-producing animals.

Whenever the labeling of an anti-
biotic drug included in the regulations
in this chapter suggests or recommends
its use in milk-producing animals, the
label of such drugs shall bear either the
statement ‘“Warning: Not for use in
animals producing milk, since this use
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will result in contamination of the
milk” or the statement ‘Warning:
Milk that has been taken from animals
during treatment and for  hours
after the latest treatment must not be
used for food”’, the blank being filled in
with the figure that the Commissioner
has authorized the manufacturer of the
drug to use. The Commissioner shall
determine what such figures shall be
from information submitted by the
manufacturer and which the Commis-
sioner considers is adequate to prove
that period of time after the latest
treatment that the milk from treated
animals will contain no violative resi-
dues from use of the preparation. If the
Commissioner determines from the in-
formation submitted that the use of
the antibiotic drug as recommended
does not result in its appearance in the
milk, the Commissioner may exempt
the drug from bearing either of the
above warning statements.

[63 FR 32980, June 17, 1998]

§510.110 Antibiotics used in food-pro-
ducing animals.

(a) The Food and Drug Administra-
tion in the interest of fulfilling its re-
sponsibilities with regard to protection
of the public health has requested an
evaluation of the public health aspects
of the use of antibiotics in veterinary
medical and nonmedical uses. There is
particular concern with regard to the
potential hazards associated with the
extensive use of antibiotics adminis-
tered to food-producing animals. Ac-
cordingly, an ad hoc committee on the
Veterinary Medical and Nonmedical
Uses of Antibiotics was established by
the Food and Drug Administration to
study and advise the Commissioner of
Food and Drugs on the uses of anti-
biotics in veterinary medicine and for
various nonmedical purposes as such
uses may affect the enforcement of the
Federal Food, Drug, and Cosmetic Act
with respect to their safety and effec-
tiveness.

(b) Based upon an evaluation of the
conclusions of said Committee and
other relevant material, §510.112 was
published in the FEDERAL REGISTER of
August 23, 1966 (31 FR 11141), asking
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sponsors of drugs containing any anti-
biotic intended for use in food-pro-
ducing animals to submit data to es-
tablish whether such antibiotic and its
metabolites are present as residues in
edible tissues, milk, and eggs from
treated animals. The data on the resi-
dues of antibiotics in milk from
intramammary infusion preparations
were requested within 60 days and the
data on all other products were re-
quested within 180 days following the
date of publication of §510.112 in the
FEDERAL REGISTER.

(c) An evaluation of the data now
available shows that use of many anti-
biotic preparations cause residues in
edible products of treated animals for
varying and, in some cases, for long pe-
riods of time following the last admin-
istration. Because of the accumulation
of new information with regard to the
development of resistance of bacteria
to antibiotics, the ability of bacteria to
transfer this resistance, and the devel-
opment of sensitivity to antibiotics in
humans, unauthorized and unsafe resi-
dues of antibiotics cannot be permitted
in food obtained from treated animals.

(d) Based on evaluation of informa-
tion available, including the conclu-
sions of the aforementioned ad hoc
Committee, the Commissioner con-
cludes that antibiotic preparations in-
tended for use in food-producing ani-
mals, other than topical and oph-
thalmic preparations, are not generally
recognized among qualified experts as
having been shown to be safe for their
intended use(s) within the meaning of
section 201(s) of the Federal Food,
Drug, and Cosmetic Act.

(e) Therefore, all exemptions from
the provisions of section 409 of the act
for use of antibiotics in food-producing
animals based on sanctions or approv-
als granted prior to enactment of the
Food Additives Amendment of 1958
(Pub. L. 85-929; 72 Stat. 1784) will be re-
voked and the uses which are con-
cluded to be safe will be covered by
food additive regulations. On those
products for which there are inad-
equate residue data, actions will be ini-
tiated to withdraw approval of new-
drug applications under the provisions
of section 505 of the act. Antibiotic
preparations, other than those for top-
ical and ophthalmic application in
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food-producing animals, which are not
covered by food additive regulations
will be subject to regulatory action
within 180 days after publication of the
forthcoming revocation order.

(f) Because of the variation in the pe-
riod of time that antibiotic residues
may remain in edible products from
treated animals, all injectable,
intramammary infusion, intrauterine,
and oral preparations, including medi-
cated premixes intended for use in
food-producing animals, are deemed to
be new drugs as well as food additives.

[40 FR 13807, Mar. 27, 1975, as amended at 54
FR 18280, Apr. 28, 1989; 64 FR 403, Jan. 5, 1999]

§510.112 Antibiotics used in veteri-
nary medicine and for nonmedical
purposes; required data.

(a) An ad hoc committee, Committee
on the Veterinary Medical and Non-
medical TUses of Antibiotics, was
formed by the Food and Drug Adminis-
tration to study, and advise the Com-
missioner on, the use of antibiotics in
veterinary medicine and for various
nonmedical purposes as such uses may
affect the enforcement of the Federal
Food, Drug, and Cosmetic Act with re-
spect to the safety and effectiveness of
such substances. A copy of the report
may be obtained from the Food and
Drug Administration, Office of Public
Affairs, Room 1505, Parklawn Build-
ing, 5600 Fishers Lane, Rockville, MD
20857.

(b) On the basis of the report of the
Committee and other information,
sponsors of drugs containing any anti-
biotic intended for use in food-pro-
ducing animals shall submit data for
determining whether or not such anti-
biotics and their metabolites are
present as residues in edible tissues,
milk, and eggs from treated animals;
however, in the case of a drug for
which such data have already been sub-
mitted and for which a regulation has
been promulgated under section 409 of
the act, only such data as has been ac-
cumulated since the issuance of the
regulation need be submitted.

(c) The required data shall be sub-
mitted within 180 days of the date of
publication of this section in the FED-
ERAL REGISTER; except that in the case
of data on intramammary infusion
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preparations the data shall be sub-
mitted within 60 days of such publica-
tion. Data demonstrating the absence
in milk of residues of intramammary
infusion preparations when used as di-
rected in their labeling are needed
within the 60-day period because of the
importance of milk in the human diet.

(d) Regulatory proceedings including
revocation of prior sanctions, or ac-
tions to suspend or amend new drug or
antibiotic approvals granted prior to
passage of the Food Additives Amend-
ment of 1958 (72 Stat. 1784), may be ini-
tiated with regard to the continued
marketing of any antibiotic prepara-
tion on which the required information
is not submitted within the period of
time prescribed by paragraph (c) of this
section.

(e) Questions relating to the accept-
ability of proposed research protocols
and assay methods for determining the
amount of antibiotic residues in food
should be directed to the Director, Cen-
ter for Veterinary Medicine, Food and
Drug Administration, 7500 Standish
P1., Rockville, MD 20855.

[40 FR 13807, Mar. 27, 1975, as amended at 46
FR 8460, Jan. 27, 1981; 54 FR 18280, Apr. 28,
1989; 57 FR 6475, Feb. 25, 1992]

Subpart C—Import Tolerances for
Residues of Unapproved New
Animal Drugs in Food

SOURCE: 86 FR 52410, Sept. 21, 2021, unless
otherwise noted.

§510.201 Scope.

This subpart applies to tolerances for
residues of new animal drugs not ap-
proved or conditionally approved for
use in the United States, but lawfully
used in another country and present in
imported, animal-derived food and food
products.

§510.202 Definitions.

The following definitions of terms
apply when used in this subpart:

CNADA means an application for con-
ditional approval of a new animal drug
submitted under section 571 of the Fed-
eral Food, Drug, and Cosmetic Act, and
includes all amendments and permis-
sible supplements.
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Import tolerance means a tolerance for
a residue of a new animal drug not ap-
proved or conditionally approved for
use in the United States, but present in
any imported edible portion of any ani-
mal.

NADA means a new animal drug ap-
plication submitted under section 512
of the Federal Food, Drug, and Cos-
metic Act, including all amendments
and permissible supplements, for ap-
proval of a new animal drug.

Request means a request to establish
or amend an import tolerance.

§510.203 Initiation of a proceeding to
establish or amend an import toler-
ance.

(a) Any interested person may re-
quest that the Commissioner establish
or amend an import tolerance. Such a
request must be in the form specified
in §510.205 of this chapter.

(b) The Commissioner may initiate a
proceeding to establish or amend an
import tolerance on his or her own ini-
tiative pursuant to §10.25(b) of this
chapter.

§510.205 Content and administration
of a request.

(a) Pertinent information previously
submitted to and currently retained in
the files of the Food and Drug Adminis-
tration (FDA) may be incorporated in,
and will be considered as part of, a re-
quest on the basis of specific reference
to such information. If the requester
refers to any nonpublic information
other than its own, the requester shall
obtain a written right of reference to
that nonpublic information and submit
the right of reference with the request.
Any reference to published information
offered in support of a request should
be accompanied by reprints or copies of
such references.

(b) Requests shall be submitted and
addressed to the Document Control
Unit (HFV-199), Center for Veterinary
Medicine, Food and Drug Administra-
tion, 7500 Standish Pl., Rockville, MD
20855. Requests may be submitted in an
electronic format as authorized by
FDA. See FDA’s Electronic Submis-
sions Gateway website: hittps:/
www.fda.gov/industry/electronic-submis-
sions-gateway.
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(c) Any material submitted in a for-
eign language shall be accompanied by
a complete and accurate English trans-
lation. Translations of literature print-
ed in a language other than English
shall be accompanied by copies of the
original publication.

(d) The request must be dated and
must be signed by the requester or by
his or her authorized attorney, agent,
or official and shall state the request-
er’s correspondence address. If the re-
quester or such authorized representa-
tive does not reside or have a place of
business within the United States, the
requester must also furnish the name
and post office address of, and the re-
quest must be countersigned by, an au-
thorized attorney, agent, or official re-
siding or maintaining a place of busi-
ness within the United States.

(e) The request must include the fol-
lowing information:

(1) The established name and all per-
tinent information concerning the new
animal drug, including chemical iden-
tity and composition of the new animal
drug, and its physical, chemical, and
biological properties;

(2) The conditions of use for the new
animal drug, including the route of ad-
ministration and dosage, together with
all labeling, directions, and rec-
ommendations regarding the uses in
countries in which the new animal
drug is lawfully used;

(3) The proposed import tolerance(s)
for residues of the new animal drug;

(4) Human food safety information to
support the proposed import toler-
ance(s) in either of the following forms:

(i) If a permanent maximum residue
limit (MRL) has been established by
the Codex Alimentarius Committee
(Codex MRL), the requester shall pro-
vide the permanent Codex MRL and
monographs and reports from the Joint
Expert Committee on Food Additives
(JECFA) of the Food and Agriculture
Organization (FAO) and the World
Health Organization (WHO) of the
United Nations and/or monographs and
reports from the Joint FAO/WHO Meet-
ing on Pesticide Residues (JMPR) that
support the development of the perma-
nent Codex MRL. FDA may request ad-
ditional information as needed.

(ii) If no permanent Codex MRL has
been established, or upon notification
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by FDA, the requester must provide
full reports of investigations made
with respect to the human food safety
of the new animal drug. A request may
be regarded as incomplete unless it in-
cludes full reports of adequate tests by
all methods reasonably applicable to
show whether or not any imported edi-
ble portion of any animal receiving the
new animal drug will be safe for human
consumption. The reports must include
detailed data derived from appropriate
animal and other biological experi-
ments in which the methods used and
the results obtained are clearly set
forth, including data submitted to the
appropriate regulatory authority in
any country where the new animal
drug is lawfully used. The request must
also include a statement that all such
reports have been submitted or contain
an explanation of why such reports
were not submitted. With respect to
each nonclinical laboratory study con-
tained in the request, the requestor
must submit either a statement that
the study was conducted in compliance
with the good laboratory practice regu-
lations set forth in part 58 of this chap-
ter, or, if the study was not conducted
in compliance with such regulations, a
brief statement of the reason for the
noncompliance, and how this may have
impacted the study;

(5) Other human food safety informa-
tion as deemed necessary by the Com-
missioner;

(6) A description of practicable meth-
ods for determining the quantity, if
any, of the new animal drug in or on
food, and any substance formed in or
on food because of its use;

(7)Y An environmental assessment
under §25.40 of this chapter; and

(8) Any information required under
§§500.80 through 500.92 of this chapter
(Subpart E, Regulation of Carcinogenic
Compounds Used in Food-Producing
Animals), where applicable.

(f) A request to amend an established
import tolerance must contain infor-
mation to support each proposed
change. The request may omit state-
ments made in the original request for
which no change is proposed.

(g) The requester may withdraw the
request at any time before the notifica-
tion provided for in §510.207(a) of this
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chapter has been made publicly avail-
able.

§510.206 Review of information sup-
porting actions to establish or
amend an import tolerance.

In establishing or amending an im-
port tolerance, the Commissioner shall
rely on data sufficient to demonstrate
that a proposed tolerance is safe based
on similar food safety criteria used by
the Commissioner to establish toler-
ances for applications for new animal
drugs filed under section 512(b)(1) of the
Federal Food, Drug, and Cosmetic Act.
In establishing or amending an import
tolerance, the Commissioner will give
appropriate consideration to the an-
ticipated residue concentrations and
conditions of use of the new animal
drug specified.

§510.207 Disclosure of
submitted in a request.

(a) When a request is determined to
be complete for FDA’s consideration,
the Commissioner will provide public
notification of the request containing
the name of the requester and a brief
description of the request in general
terms. A copy of the notification will
be sent to the requester at the time the
information is made available to the
public.

(b) Any notification establishing,
amending, or revoking an import toler-
ance will be made publicly available. A
summary of the basis for the decision
will be publicly released in accordance
with the provisions of part 20 of this
chapter. If FDA determines that the
new animal drug referred to in the re-
quest is a new animal drug that in-
duces cancer when ingested by people
or animals, and the requester complies
with the requirements of §§500.80
through 500.92 of this chapter (Subpart
E, Regulation of Carcinogenic Com-
pounds Used in Food-Producing Ani-
mals), the regulatory method for
ascertaining the marker residue in the
target tissue will be made publicly
available. All information and safety
data submitted with the request, or
previously submitted information in-
corporated in, and considered as part
of, a request on the basis of specific ref-
erence to such information, shall be
available for public disclosure, also in

information

79

§510.210

accordance with the provisions of part
20 of this chapter. Trade secrets and
confidential commercial or financial
information are exempted from release
under §20.61 of this chapter.

§510.209 Establishment, denial, or
amendment of an import tolerance.

(a) If an import tolerance is estab-
lished or amended, the Commissioner
will provide public notification of the
action, which will be effective from the
date of public notification. A copy of
the notification will be sent to any re-
questor at the time the information is
made available to the public.

(b) If a request to establish or amend
an import tolerance is denied, a notifi-
cation of the denial will be made pub-
licly available, and a copy of the denial
letter, including the reasons for such
action, will be sent to the requester.

(c) A tolerance established in an ap-
proved NADA or conditionally ap-
proved CNADA will supersede an exist-
ing import tolerance. In the event the
conditionally approved CNADA is not
renewed or is withdrawn, or such drug
does not achieve approval under sec-
tion 512 of the Federal Food, Drug, and
Cosmetic Act within 5 years following
the date of the conditional approval,
the Agency will reinstate the import
tolerance unless §510.210(a)(1) or (a)(2)
is applicable at that time.

§510.210 Revocation of an import tol-
erance.

(a) The Commissioner, on his or her
own initiative or on the petition of an
interested person, under §10.25 of this
chapter, may revoke an import toler-
ance if:

(1) Scientific evidence shows an im-
port tolerance to be unsafe; or

(2) Information demonstrates that
the use of a new animal drug under ac-
tual use conditions results in food
being imported into the United States
with residues exceeding the import tol-
erance.

(b) The Commissioner will provide
public notification under §510.207(b)
that will specify the basis for the deci-
sion and will be effective at the time
the information is made available to
the public.
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(c) A petition for revocation must be
submitted in the form specified in
§10.30 of this chapter.

§510.212 Administrative
ation of action.

reconsider-

(a) The Commissioner may at any
time, on his or her own initiative or on
the petition of an interested person
under part 10 of this chapter, recon-
sider part or all of a decision to estab-
lish, not establish, amend, or revoke an
import tolerance.

(b) A petition for reconsideration
must be submitted in accordance with
§10.20 of this chapter and in the form
specified in §10.33 of this chapter no
later than 30 days after the date of pub-
lic notification of the decision in-
volved. The Commissioner may, for
good cause, permit a petition to be
filed more than 30 days after public no-
tification of the decision. The petition
for reconsideration must demonstrate
that relevant information contained in
the administrative record was not pre-
viously or not adequately considered
by the Commissioner. No new informa-
tion may be included in a petition for
reconsideration.

(c) An interested person who wishes
to rely on information not included in
the administrative record shall submit
either a petition to amend an import
tolerance under §510.205 or to revoke
an import tolerance under §510.210 and
§10.25 of this chapter.

§510.213 Administrative stay of action.

(a) The Commissioner may at any
time, on his or her own initiative or on
the request of an interested person
under part 10 of this chapter, stay or
extend the effective date of a decision
to establish, not establish, amend, or
revoke an import tolerance.

(b) A request for stay must be sub-
mitted in accordance with §10.20 of this
chapter and in the form specified in
§10.35 of this chapter no later than 30
days after public notification of the de-
cision involved. The Commissioner
may, for good cause, permit a petition
to be filed more than 30 days after pub-
lic notification of the decision.
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Subpart D—Records and Reports

§510.301 Records and reports con-
cerning experience with animal
feeds bearing or containing new
animal drugs for which an ap-
proved medicated feed mill license
application is in effect.

Records and reports of clinical and
other experience with the new animal
drug will be maintained and reported,
appropriately identified with the new
animal drug application(s) or index
listing(s) to which they relate, to the
Center for Veterinary Medicine in du-
plicate in accordance with the fol-
lowing:

(a) Immediately upon receipt by the
applicant, complete records or reports
covering information of the following
kinds:

(1) Information concerning any
mixup in the new animal drug or its la-
beling with another article.

(2) Information concerning any bac-
teriological or any significant chem-
ical, physical, or other change or dete-
rioration in the drug, or any failure of
one or more distributed batches of the
drug to meet the specifications estab-
lished for it in the new animal drug ap-
plication or request for determination
of eligibility for indexing.

(b) As soon as possible, and in any
event within 15 working days of its re-
ceipt by the applicant, complete
records or reports concerning any in-
formation of the following kinds:

(1) Information concerning any unex-
pected side effect, injury, toxicity, or
sensitivity reaction or any unexpected
incidence or severity thereof associ-
ated with clinical uses, studies, inves-
tigations, or tests, whether or not de-
termined to be attributable to the new
animal drug, except that this require-
ment shall not apply to the submission
of information described in a written
communication to the applicant from
the Food and Drug Administration as
types of information that may be sub-
mitted at other designated intervals.
Unezxpected as used in this paragraph
refers to conditions or developments
not previously submitted as part of the
new animal drug application or in sup-
port of the index listing or not encoun-
tered during clinical trials of the drug,
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or conditions or developments occur-
ring at a rate higher than shown by in-
formation previously submitted as part
of the new animal drug application or
in support of the index listing or at a
rate higher than encountered during
such clinical trials.

(2) Information concerning any un-
usual failure of the new animal drug to
exhibit its expected pharmacological
activity.

[40 FR 13807, Mar. 27, 1975, as amended at 54
FR 18280, Apr. 28, 1989; 72 FR 69121, Dec. 6,
2007]

§510.305 Maintenance of copies of ap-
proved medicated feed mill licenses
to manufacture animal feed bearing
or containing new animal drugs.

Each applicant shall maintain in a
single accessible location:

(a) A copy of the approved medicated
feed mill license (Form FDA 3448) on
the premises of the manufacturing es-
tablishment; and

(b) Approved or index listed labeling
for each Type B and/or Type C feed
being manufactured on the premises of
the manufacturing establishment or
the facility where the feed labels are
generated.

[64 FR 63203, Nov. 19, 1999, as amended at 72
FR 69121, Dec. 6, 2007]

Subpart E—Requirements for
Specific New Animal Drugs

§510.410 Corticosteroids for oral,
injectable, and ophthalmic use in
animals; warnings and labeling re-
quirements.

(a) The Food and Drug Administra-
tion has received reports of side effects
associated with the oral, injectable,
and ophthalmic use of corticosteroid
animal drugs. The use of these drugs
administered orally or by injection has
resulted in premature parturition when
administered during the last trimester
of pregnancy. Premature parturition
may be followed by dystocia, fetal
death, retained placenta, and metritis.
Additionally, corticosteroids used in
dogs, rabbits, and rodents during preg-
nancy have produced cleft palate in off-
spring. Use in dogs has resulted in
other congenital anomalies, including
deformed forelegs, phocomelia, and
anasarca. Drugs subject to this section

81

§510.455

are required to carry the veterinary
prescription legend and are subject to
the labeling requirements of §201.105 of
this chapter.

(b) In view of these potentially seri-
ous side effects, the Food and Drug Ad-
ministration has concluded that the la-
beling on or within packaged
corticosteroid-containing preparations
intended for animal use shall bear con-
spicuously the following warning state-
ment:

Warning: Clinical and experimental data
have demonstrated that corticosteroids ad-
ministered orally or by injection to animals
may induce the first stage of parturition if
used during the last trimester of pregnancy
and may precipitate premature parturition
followed by dystocia, fetal death, retained
placenta, and metritis.

Additionally, corticosteroids administered
to dogs, rabbits, and rodents during preg-
nancy have resulted in cleft palate in off-
spring. Corticosteroids administered to dogs
during pregnancy have also resulted in other
congenital anomalies, including deformed
forelegs, phocomelia, and anasarca.

[49 FR 48535, Dec. 13, 1984]

§510.440 Injectable iron preparations.

There has been an increasing interest
in the use of injectable iron compounds
for the prevention or treatment of
iron-deficiency anemia in animals. Al-
though some such preparations have
been shown to be safe, such articles are
regarded as new animal drugs within
the meaning of the Federal Food, Drug,
and Cosmetic Act. Accordingly, an ap-
proved new animal drug application is
required prior to the marketing of such
preparations within the jurisdiction of
the act. In addition to the need for
demonstrating the safety of such arti-
cles, the labeling of such preparations
should not only recommend appro-
priate dosages of iron but also declare
the amount (in milligrams) of available
iron (Fe) per milliliter of the subject
product.

§510.455 Requirements for free-choice
medicated feeds.

(a) What is free-choice medicated feed?
For the purpose of this part, free-
choice medicated feed is medicated
feed that is placed in feeding or grazing
areas and is not intended to be con-
sumed fully at a single feeding or to
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constitute the entire diet of the ani-
mal. Free-choice feeds include, but are
not limited to, medicated blocks (ag-
glomerated feed compressed or ren-
dered into a solid mass and cohesive
enough to hold its form), mineral
mixes, and liquid feed tank supple-
ments (‘‘lick tank’ supplements) con-
taining one or more new animal drugs.
The manufacture of medicated free-
choice feeds is subject to the current
good manufacturing practice regula-
tions in part 225 of this chapter for
medicated feeds.

(b) What is required for new animal
drugs intended for use in free-choice feed?
Any new animal drug intended for use
in free-choice feed must be approved
for such use under section 512 of the
Federal Food, Drug, and Cosmetic Act
(the act) (21 U.S.C. 360(b)) or listed in
the index under section 572 of the act
(21 U.S.C. 360ccc-1). Such approvals
under section 512 of the act must be:

(1) An original new animal drug ap-
plication (NADA),

(2) A supplemental NADA, or

(3) An abbreviated NADA.

(c) What are the approval requirements
under section 512 of the act for new ani-
mal drugs intended for use in free-choice
feed? An approval under section 512 of
the act for a Type A medicated article
intended for use in free-choice feed
must contain the following informa-
tion:

(1) Data, or reference to data in a
master file (MF), showing that the tar-
get animal consumes the new animal
drug in the Type C free-choice feed in
an amount that is safe and effective
(consumption/effectiveness data); and

(2) Data, or reference to data in an
MF, showing the relevant ranges of
conditions under which the drug will be
chemically and physically stable in the
Type C free-choice feed under field con-
ditions.

(d) How are consumption/effectiveness
and/or stability data to be submitted? The
data must be submitted as follows:

(1) Directly in the NADA, by a spon-
sor; and/or

(2) To an MF that a sponsor may then
reference in its NADA with written
consent of the MF holder.

(e) What will be stated in the published
approval for a new animal drug intended
for use in free-choice feed? The approval
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of a new animal drug intended for use
in free-choice feed, as published in this
subchapter, will include:

(1) The formula and/or specifications
of the free-choice medicated feed,
where the owner of this information re-
quests such publication, or

(2) A statement that the approval has
been granted for a proprietary formula
and/or specifications.

(f) When is a medicated feed mill license
required for the manufacture of a free-
choice medicated feed? An approved
medicated feed mill license is required
for the manufacture of the following
types of feeds:

(1) All free-choice medicated feeds
that contain a Category II drug, and

(2) Free-choice medicated feeds that
contain a Category I drug and use a
proprietary formula and/or specifica-
tions.

[69 FR 30197, May 27, 2004, as amended at 72
FR 69121, Dec. 6, 2007]

Subpart F [Reserved]

Subpart G—Sponsors of Approved
Applications

§510.600 Names, addresses, and drug
labeler codes of sponsors of ap-
proved applications.

(a) Section 512(i) of the act requires
publication of names and addresses of
sponsors of approved applications for
new animal drugs.

(b) In this section each name and ad-
dress is identified by a numerical drug
labeler code. The labeler codes identify
the sponsors of the new animal drug
applications associated with the regu-
lations published pursuant to section
512(1) of the act. The codes appear in
the appropriate regulations and serve
as a reference to the names and ad-
dresses listed in this section. The drug
labeler code is established pursuant to
section 510 of the act.

(¢c) The names, addresses, and drug
labeler codes of sponsors of approved
new animal drug applications are as
follows:
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(1) ALPHABETICAL LISTING OF SPONSORS
Y Drug labeler
Firm name and address gode

A & G Pharmaceuticals, Inc., 1030 West Commodore Blvd., Jackson, NJ 08527 057699
Accord Healthcare, Inc., 1009 Slater Rd., suite 210-B, Durham, NC 27703 016729
ADM Animal Nutrition, Inc., 1000 North 30th St., Quincy, IL 62305-3115 .... 012286
Agri Laboratories, Ltd., P.O. Box 3103, St. Joseph, MO 64503 ....... 057561
Agri-Tech, Inc., 4722 Broadway Kansas City, MO 64112 017762
Akorn Animal Health, Inc., 1925 West Field Ct., suite 300, Lake Forest IL 60045 059399
Alexion Pharmaceuticals, Inc., 121 Seaport BIvd Boston, MA 02210 069334
American Regent, Inc., Animal Health Division, Shirley, NY 11967 ... . 010797
Anika Therapeutics Inc., 236 West Cummings Park, Woburn, MA 01801 ........ 060865
Anivive Lifesciences, Inc., 3250 Airflite Way, Suite 400, Long Beach, CA 90807 086121
Anzac Animal Health, LLC, 218 Millwell Dr., Suite B, Maryland Heights, MO 63043 .... 086073
AquaBounty Technologies, Inc., 2 Mill and Main PI., Suite 395, Maynard, MA 01754 086053
Ark Sciences, Inc., 1101 East 33rd St., suite B304, Baltimore, MD 21218 ............. 076175
Aurora Pharmaceutical, Inc., 1196 Highway 3 South, Northfield, MN 55057-3009 051072
Axcentive SARL, Chemin de Champouse, Quartier Violesi, 13320 Bouc Bel Air, France 086009
B.L. Mitchell, Inc., 103 Hwy. 82 E., Leland, MS 38756 . 067188
Bausch Health US LLC, 400 Somerset Corporate Blvd Bndgewater NJ 08807 099207
Belcher Pharmaceuticals, LLC, 6911 Bryan Dairy Rd., Largo FL 33777 ............. 062250
Bimeda Animal Health Ltd., 1B The Herbert Building, The Park, Carrickmines, Dublin 18, Ireland 061133
Boehringer Ingelheim Animal Health USA, Inc., 3239 Satellite Blvd., Duluth, GA 30096 .............. 000010
Cephazone Pharma, LLC, 250 East Bonita Ave., Pomona, CA 91767 068330
Ceva Sante Animale, 10 Avenue de la Ballastiére, 33500 Libourne, France ....... 013744
Chanelle Pharmaceuticals Manufacturing Ltd., Loughrea, County Galway, Ireland ... 061651
Cronus Pharma Specialities India Private Ltd., Sy No-99/1, M/s GMR Hyderaba viation .

Mamidipalli Village, Shamshabad Mandal, Ranga Reddy, Hyderabad, Telangana, 501218, India . 069043
Dechra, Ltd., Snaygill Industrial Estate, Keighley Rd., Skipton, North Yorkshire, BD23 2RW, United Kingdom 043264
Dechra Veterinary Products LLC, 7015 College Blvd., Suite 525, Overland Park, KS 66211 . 017033
ECO LLC, 344 Nassau St., Princeton, NJ 08540 ........... 066916
Elanco US Inc., 2500 Innovation Way, Greenfield, IN 46140 ............ 058198
Farnam Companies, Inc., 301 West Osborn, Phoenix, AZ 85013-3928 017135
Felix Pharmaceuticals Pvt. Ltd., 25-28 North Wall Quay, Dublin 1, Ireland .. 086101
First Priority, Inc., 1590 Todd Farm Dr., Elgin, IL 60123 058829
Fougera Pharmaceutloals Inc., P.O. Box 2006, 60 Baylis Rd., MerrIIe NY 11747 025463
GTC Biotherapeutics, Inc., 175 Crossing Blvd., Framingham, MA 01702 ............... 042976
Halocarbon Products Corp., 6525 The Corners Pkwy., Suite 200, Peachtree Corners, GA 30092 . 012164
Happy Jack, Inc., Snow Hill, NC 28580 ....... 023851
Hemoglobin Oxygen Therapeutics, LLC, 674 Souder Ftd Souderton PA 18964 063075
Heska Corp., 1825 Sharp Point Dr., Fort Collins, CO 80525 ............ 063604
HQ Specialty Pharma Corp., 120 Rte. 17 North, suite 130, Paramus, NJ 07652 042791
Huvepharma EOOD, 5th Floor, 3A Nikolay Haytov Str., 1113 Sofia, Bulgaria ..... 016592
IMPAX Laboratories, Inc., 30831 Huntwood Ave., Hayward, CA 94544 000115
Intervet, Inc., 2 Giralda Farms, Madison, NJ 07940 ...... 000061
lvaoes Animal Health, 4300 SW 73rd Ave., Suite 110, Miami, FL 33155 086064
Jaguar Animal Health, 200 Pine St., Suite 600, San Francisco, CA 94104 . 086149
Jurox Pty. Ltd., 85 Gardiner St., Ruthen‘ord NSW 2320, Australia ... 049480
Kindred Biosciences, Inc., 1555 Bayshore Hwy., Suite 200, Burlingame, CA 94010 086078
Kinetic Technologies, LLC 961 Beasley St., suite 270, Lexington, KY 40509 . 051031
LFB USA, Inc., 175 Crossing Blvd., Framingham, MA 01702 ............ 086047
Lloyd, Inc., 604 W. Thomas Ave., Shenandoah, IA 51601 061690
Med-Pharmex, Inc., 2727 Thompson Creek Rd., Pomona, CA 91767-1861 ....... 054925
Mizner Bioscience LLC, 225 NE Mizner Blvd., Suite 760, Boca Raton, FL 33432 . 086039
Modern Veterinary Therapeutics, LLC, 14343 SW 119th Ave., Miami, FL 33186 015914
Mylan Institutional, Inc., 12720 Dairy Ashford Rd., Sugar Land, TX 77478 ..... 051079
Mylan Institutional LLC, 4901 Hiawatha Dr., Rockford, IL 61103 ..... 063286
Natchez Animal Supply Co., 201 John R. Junkin Dr., Natchez, MS 39120 .. 049968
Neogen Corp., 944 Nandlno Blvd., Lexington, KY 40511 . . 059051
Norbrook Laboratories, Ltd., Statlon Works, Newry BT35 6JP, Northern Ireland 055529
Oasmia Pharmaceutical AB, Vallongatan 1, 75228 Uppsala, Sweden . 052818
Orion Corp., Orionintie 1, 02200 Espoo, Finland . 052483
Parnell Technologies Pty Ltd., unit 4, 476 Gardeners d Alexandrla New South Wales 2015 Australia 068504
Pegasus Laboratories, Inc., 8809 Ely Rd., Pensacola, FL 32514 ...... 055246
Pharmaceutical Ventures, Ltd., P.O. Box D1400, Pomona, NY 10970 050057
Pharmacosmos, Inc., 776 Mountain Blvd., Watchung, NJ 07069 ...... 042552
Pharmag AS, Skogmo Industriomrade, N-7863 Overhalla, Norway 015331
Pharmgate Inc., 1800 Sir Tyler Dr., Wilmington, NC 28405 ........c.ccceeeiriririeieieesieiesiese e ssee e sseseeseneas 069254
Phibro Animal Health Corp., GlenPointe Centre East, 3d floor, 300 Frank W. Burr Blvd., surte 21, Teaneck, NJ

07666 . . 066104
Piramal Critical Care Inc., 3850 Schelden Circle, Bethlehem PA 18017 ............................................................... 066794
Piramal Pharma Ltd., Ground Floor, Piramal Ananta, Agastya Corporate Park, Mumbai, Maharashtra, 400070,

India 065085
Planalquimica Industnal Ltda Rua das Magnolias nr. 2405, Jardim das Bandeiras, CEP 13053-120,

Campinas, Sao Paulo, Brazil 060728
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(1) ALPHABETICAL LISTING OF SPONSORs—Continued

Y Drug labeler
Firm name and address gode
Purina Animal Nutrition LLC, 4001 Lexington Ave., North Arden Hills, MN 55126-2910 ..........ccccceeiiiiiiiniciinncne 017800
QBiotics Group Ltd., Suite 3A, Level 1, 165 Moggill Rd., Taringa, Queensland 4068, Australia 086132
Quo Vademus, LLC, 277 Faison McGowan Rd., Kenansville, NC 28349 . 076475
Revivicor, Inc., a wholly owned subsidiary of United Therapeutics Corp 1700 Kraft Dr., Suite 2400,

Blacksburg, VA 24060 ....... . . 086134
Ridley USA, Inc., 111 W Cherry St., SU|te 500, Mankato MN 56001 067949
Sergeant’s Pet Care Products, Inc., 10077 S. 134th St., Omaha, NE 68138 021091
Sparhawk Laboratories, Inc., 12340 Santa Fe Trail Dr., Lenexa, KS 66215 . 058005
Squire Laboratories, Inc., 100 Mill St., Revere, MA 02151 017153
Summit Hill Laboratories, P.O. Box 535, Navesink, NJ 07752 ........... 037990
Superior Equine Pharmaceuticals, Inc., Pleasant Grove, UT 84062 . 027053
Syndel USA, 1441 W. Smith Rd., Ferndale, WA 98248 .. 050378
Taro Pharmaceuticals U.S.A., Inc 3 Skyline Dr., Hawthorne, NY 10532 051672
Therio, Inc., 8801 Anderson Ave Manhattan, KS 66503 052923
Union Agener Inc., 1788 Lovers Ln Augusta, GA 30901 086106
United-AH Il LLC, 322 S Main St., Sheridan IN 46069 . 051233
VetDC, Inc., 320 E. Vine Dr., suite 218, Fort Collins, CO 80524 ..... 086072
Vétoquinol N —A., Inc., 2000 chemln Georges, Lavaltrie (PQ), Canada, J5T 385 059320
Vétoquinol USA, Inc., 4250 N. Sylvania Ave., Fort Worth, TX 76137 017030
Virbac AH, Inc., PO Box 162059, Fort Worth, TX 76161 051311
Wildcat Feeds, 215 NE Strait Ave., Topeka, KS 66616 . . . 086113
Wildlife Laboratories, Inc., 1230 W. Ash St., suite D, Wlndsor CO 80550 ............................................................. 053923
Zoetis Inc., 333 Portage St Kalamazoo, MI 49007 ...... 054771

(2) NUMERICAL LISTING OF SPONSORS

Drug labeler

code Firm name and address

000010 | Boehringer Ingelheim Animal Health USA, Inc., 3239 Satellite Blvd., Duluth, GA 30096.
000061 | Intervet, Inc., 2 Giralda Farms, Madison, NJ 07940.

000115 | IMPAX Laboratories, Inc., 30831 Huntwood Ave., Hayward, CA 94544,

010797 | American Regent, Inc., Animal Health Division, Shirley, NY 11967.

012164 | Halocarbon Products Corp., 6525 The Corners Pkwy., Suite 200, Peachtree Corners, GA 30092.

012286 | ADM Animal Nutrition, Inc., 1000 North 30th St., Quincy, IL 62305-3115.

012578 | Janssen Pharmaceutica NV, Turnhoutseweg 30, B-2340 Beerse, Belgium.
013744 | Ceva Sante Animale, 10 Avenue de la Ballastiere, 33500 Libourne, France.
015331 | Pharmaq AS, Skogmo Industriomrade, N-7863 Overhalla, Norway.

015914 | Modern Veterinary Therapeutics, LLC, 14343 SW 119th Ave., Miami, FL 33186.
016592 | Huvepharma EOOD, 5th Floor, 3A Nikolay Haytov Str., 1113 Sofia, Bulgaria.
016729 | Accord Healthcare, Inc., 1009 Slater Rd., suite 210-B, Durham, NC 27703.
017030 | Vétoquinol USA, Inc., 4250 N. Sylvania Ave., Fort Worth, TX 76137.

017033 | Dechra Veterinary Products LLC, 7015 College Blvd., Suite 525, Overland Park, KS 66211.
017135 | Farnam Companies, Inc., 301 West Osborn, Phoenix, AZ 85013-3928.

017153 | Squire Laboratories, Inc., 100 Mill St., Revere, MA 02151.

017762 | Agri-Tech, Inc., 4722 Broadway, Kansas City, MO 64112.

017800 | Purina Animal Nutrition LLC, 4001 Lexington Ave., North Arden Hills, MN 55126—2910.
021091 | Sergeant’s Pet Care Products, Inc., 10077 S. 134th St., Omaha, NE 68138.
023851 | Happy Jack, Inc., Snow Hill, NC 28580.

025463 | Fougera Pharmaceuticals, Inc., P.O. Box 2006, 60 Baylis Rd., Melville, NY 11747.
027053 | Superior Equine Pharmaceuticals, Inc., Pleasant Grove, UT 84062.

037990 | Summit Hill Laboratories, P.O. Box 535, Navesink, NJ 07752.

042552 | Pharmacosmos, Inc., 776 Mountain Blvd., Watchung, NJ 07069.

042791 | HQ Specialty Pharma Corp., 120 Rte. 17 North, suite 130, Paramus, NJ 07652.
042976 | GTC Biotherapeutics, Inc., 175 Crossing Blvd., Framingham, MA 01702.

043264 | Dechra, Ltd., Snaygill Industrial Estate, Keighley Rd., Skipton, North Yorkshire, BD23 2RW, United Kingdom.

049480 | Jurox Pty. Ltd., 85 Gardiner St., Rutherford, NSW 2320, Australia.

049968 | Natchez Animal Supply Co., 201 John R. Junkin Dr., Natchez, MS 39120.
050057 | Pharmaceutical Ventures, Ltd., P.O. Box D1400, Pomona, NY 10970.
050378 | Syndel USA, 1441 W. Smith Rd., Ferndale, WA 98248.

051031 | Kinetic Technologies, LLC, 961 Beasley St., suite 270, Lexington, KY 40509.
051072 | Aurora Pharmaceutical, Inc., 1196 Highway 3 South, Northfield, MN 55057-3009.
051079 | Mylan Institutional, Inc., 12720 Dairy Ashford Rd., Sugar Land, TX 77478.
051233 | United-AH Il LLC, 322 S Main St., Sheridan, IN 46069.

051311 | Virbac AH, Inc., PO Box 162059, Fort Worth, TX 76161.

051672 | Taro Pharmaceuticals U.S.A., Inc., 3 Skyline Dr., Hawthorne, NY 10532.
052483 | Orion Corp., Orionintie 1, 02200 Espoo, Finland.

052818 | Oasmia Pharmaceutical AB, Vallongatan 1, 75228 Uppsala, Sweden.
052923 | Therio, Inc., 8801 Anderson Ave., Manhattan, KS 66503.

053923 | Wildlife Laboratories, Inc., 1230 W. Ash St., suite D, Windsor, CO 80550.
054771 | Zoetis Inc., 333 Portage St., Kalamazoo, MI 49007.
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(2) NUMERICAL LISTING OF SPONSORS—Continued

Drug labeler
code

Firm name and address

054925
055246
055529
057561
057699
058005
058198
058829
059051
059320
059399
060728

060865
061133
061651
061690
062250
062794
063075
063286
063604
065085

066104

066794
066916
067188
067949
068330
068504
069043

069254
069334
076175
076475
086009
086039
086047
086053
086064
086072
086073
086078
086101
086106
086113
086121
086132
086134

086149
099207

Med-Pharmex, Inc., 2727 Thompson Creek Rd., Pomona, CA 91767-1861.

Pegasus Laboratories, Inc., 8809 Ely Rd., Pensacola, FL 32514.

Norbrook Laboratories, Ltd., Station Works, Newry BT35 6JP, Northern Ireland.

Agri Laboratories, Ltd., P.O. Box 3103, St. Joseph, MO 64503.

A & G Pharmaceuticals, Inc., 1030 West Commodore Blvd., Jackson, NJ 08527.

Sparhawk Laboratories, Inc., 12340 Santa Fe Trail Dr., Lenexa, KS 66215.

Elanco US Inc., 2500 Innovation Way, Greenfield, IN 46140.

First Priority, Inc., 1590 Todd Farm Dr., Elgin, IL 60123.

Neogen Corp., 944 Nandino Blvd., Lexington, KY 40511.

Vétoquinol N.—A., Inc., 2000 chemin Georges, Lavaltrie (PQ), Canada, J5T 3S5.

Akorn Animal Health, Inc., 1925 West Field Ct., suite 300, Lake Forest, IL 60045.

Planalquimica Industrial Ltda., Rua das Magnolias nr. Jardim das Bandeiras, CEP 13053-120, Campinas, Sao
Alto, Brazil.

Anika Therapeutics Inc., 236 West Cummings Park, Woburn, MA 01801.

Bimeda Animal Health Ltd., 1B The Herbert Building, The Park, Carrickmines, Dublin 18, Ireland.

Chanelle Pharmaceuticals Manufacturing Ltd., Loughrea, County Galway, Ireland.

Lloyd, Inc., 604 W. Thomas Ave., Shenandoah, IA 51601.

Belcher Pharmaceuticals, LLC, 6911 Bryan Dairy Rd., Largo, FL 33777.

Mylan Bertek Pharmaceuticals, Inc., 12720 Dairy Ashford, Sugar Land, TX 77478.

Hemoglobin Oxygen Therapeutics, LLC, 674 Souder Rd., Souderton, PA 18964.

Mylan Institutional, LLC, 4901 Hiawatha Dr., Rockford, IL 61103.

Heska Corp., 1825 Sharp Point Dr., Fort Collins, CO 80525.

Piramal Pharma Ltd., Ground Floor, Piramal Ananta, Agastya Corporate Park, Mumbai, Maharashtra, 400070,
India.

Phibro Animal Health Corp., GlenPointe Centre East, 3d floor, 300 Frank W. Burr Blvd., suite 21, Teaneck, NJ
07666.

Piramal Critical Care, Inc., 3850 Schelden Circle, Bethlehem, PA 18017.

ECO LLC, 344 Nassau St., Princeton, NJ 08540.

B.L. Mitchell, Inc., 103 Hwy. 82 E., Leland, MS 38756.

Ridley USA, Inc., 111 W Cherry St., Suite 500, Mankato, MN 56001.

Cephazone Pharma, LLC, 250 East Bonita Ave., Pomona, CA 91767.

Parnell Technologies Pty. Ltd., unit 4, 476 Gardeners Rd., Alexandria, New South Wales 2015, Australia.

Cronus Pharma Specialities India Private Ltd.,, Sy No-99/1, M/s GMR Hyderabad Aviation SEZ Ltd.,
Mamidipalli Village, Shamshabad Mandal, Ranga Reddy, Hyderabad, Telangana, 501218, India.

Pharmgate Inc., 1800 Sir Tyler Dr., Wilmington, NC 28405.

Alexion Pharmaceuticals, Inc., 121 Seaport Blvd., Boston, MA 02210.

Ark Sciences, Inc., 1101 East 33rd St., suite B304, Baltimore, MD 21218.

Quo Vademus, LLC, 277 Faison McGowan Rd., Kenansville, NC 28349.

Axcentive SARL, Chemin de Champouse, Quartier Violesi, 13320 Bouc Bel Air, France.

Mizner Bioscience LLC, 225 NE Mizner Blvd., Suite 760, Boca Raton, FL 33432.

LFB USA, Inc., 175 Crossing Blvd., Framingham, MA 01702.

AquaBounty Technologies, Inc., 2 Mill and Main PI., Suite 395, Maynard, MA 01754.

Ivaoes Animal Health, 4300 SW 73rd Ave., suite 110, Miami, FL 33155.

VetDC, Inc., 320 E Vine Dr., suite 218, Fort Collins, CO 80524.

Anzac Animal Health, LLC, 218 Millwell Dr., Suite B, Maryland Heights, MO 63043.

Kindred Biosciences, Inc., 1555 Bayshore Hwy., Suite 200, Burlingame, CA 94010.

Felix Pharmaceuticals Pvt. Ltd., 25-28 North Wall Quay, Dublin 1, Ireland.

Union Agener, Inc., 1788 Lovers Ln., Augusta, GA 30901.

Wildcat Feeds, 215 NE Strait Ave., Topeka, KS 66616.

Anivive Lifesciences, Inc., 3250 Airflite Way, Suite 400, Long Beach, CA 90807.

QBiotics Group Ltd., Suite 3A, Level 1, 165 Moggill Rd., Taringa, Queensland 4068, Australia.

Revivicor, Inc., a wholly owned subsidiary of United Therapeutics Corp., 1700 Kraft Dr., Suite 2400,
Blacksburg, VA 24060.

Jaguar Animal Health, 200 Pine St., Suite 600, San Francisco, CA 94104.

Bausch Health US, LLC, 400 Somerset Corporate Blvd., Bridgewater, NJ 08807.

[40 FR 13807,

Mar. 27, 1975]

EDITORIAL NOTES: 1. For FEDERAL REGISTER citations affecting §510.600, see the List of CFR
Sections Affected, which appears in the Finding Aids section of the printed volume and at
WWW.govinfo.gov.

2. At 77 FR 46613, Aug. 6, 2012, §510.600 was amended by removing the entry for 012758 in

the table in paragraph (c)(2); however, the amendment could not be incorporated because
€0127568” didn’t exist.

85



Pt. 511

PART 511—NEW ANIMAL DRUGS
FOR INVESTIGATIONAL USE

Sec.

511.1 New animal drugs for investigational
use exempt from section 512(a) of the
Federal Food, Drug, and Cosmetic Act.

511.3 Definitions.

AUTHORITY: 21 U.S.C. 321, 351, 352, 353, 360D,
371.

§511.1 New animal drugs for inves-
tigational use exempt from section
512(a) of the Federal Food, Drug,
and Cosmetic Act.

(a) New animal drugs for tests in vitro
and in laboratory research animals. (1) A
shipment or other delivery of a new
animal drug or animal feed bearing or
containing a new animal drug intended
solely for tests in vitro or in animals
used only for laboratory research pur-
poses shall be exempt from section 512
(a) and (m) of the act if it is labeled as
follows:

Caution. Contains a new animal drug for
investigational use only in laboratory re-
search animals or for tests in vitro. Not for
use in humans.

(2) The person distributing or causing
the distribution of new animal drugs
for tests in vitro or in animals used
only for laboratory research purposes
under this exemption shall use due dili-
gence to assure that the consignee is
regularly engaged in conducting such
tests and that the shipment of the new
animal drug will actually be used for
tests in vitro or in animals used only
for laboratory research.

(3) The person who introduced such
shipment or who delivered the new ani-
mal drug for introduction into inter-
state commerce shall maintain ade-
quate records showing the name and
post office address of the expert or ex-
pert organization to whom the new ani-
mal drug is shipped and the date, quan-
tity, and batch or code mark of each
shipment and delivery for a period of 2
years after such shipment and delivery.
Upon the request of a properly author-
ized employee of the Department at
reasonable times, he shall make such
records available for inspection and
copying.
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(4) The exemption allowed in this
paragraph shall not apply to any new
animal drug intended for in vitro use in
the regular course of diagnosing or
treating disease, including anti-
bacterial sensitivity discs impregnated
with any new animal drug or drugs,
which discs are intended for use in de-
termining susceptibility of microorga-
nisms to the new animal drug or drugs.

(b) New animal drugs for clinical inves-
tigation in animals. A shipment or other
delivery of a new animal drug or an
animal feed containing a new animal
drug intended for clinical investiga-
tional use in animals shall be exempt
from section 512(a) and (m) of the act if
all the following conditions are met:

(1) The label shall bear the state-
ments:

Caution. Contains a new animal drug for
use only in investigational animals in clin-
ical trials. Not for use in humans. Edible
products of investigational animals are not
to be used for food unless authorization has
been granted by the U.S. Food and Drug Ad-
ministration or by the U.S. Department of
Agriculture.

In the case of containers too small or
otherwise unable to accommodate a
label with sufficient space to bear the
caution statements required by para-
graph (a) or (b) of this section, the
statements may be included on the car-
ton label and other labeling on or with-
in the package from which the new ani-
mal drug is to be dispensed.

(2) The person or firm distributing or
causing the distribution of the new ani-
mal drug or animal feed containing a
new animal drug shall use due dili-
gence to assure that the new animal
drug or animal feed containing a new
animal drug will actually be used for
tests in animals and is not used in hu-
mans.

(3) The person who introduced such
shipment or who delivered the new ani-
mal drug or animal feed containing a
new animal drug for introduction into
interstate commerce shall maintain
adequate records showing the name
and post office address of the investi-
gator to whom the new animal drug or
animal feed containing a new animal
drug is shipped and the date, quantity,
and batch or code mark of each ship-
ment and delivery for a period of 2
years after such shipment and delivery.
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Upon the request of a properly author-
ized employee of the Department at
reasonable times, such records shall be
made available for inspection and
copying.

(4) Prior to shipment of the new ani-
mal drug for clinical tests in animals,
the sponsor of the investigation shall
submit in triplicate to FDA a ‘‘Notice
of Claimed Investigational Exemption
for a New Animal Drug’ including a
signed statement containing the fol-
lowing information:

(i) The identity of the new animal
drug.

(ii) All labeling and other pertinent
information to be supplied to the inves-
tigators. When such pertinent informa-
tion includes nonclinical laboratory
studies, the information shall include,
with respect to each nonclinical study,
either a statement that the study was
conducted in compliance with the re-
quirements set forth in part 58 of this
chapter, or, if the study was not con-
ducted in compliance with such regula-
tions, a brief statement of the reason
for the noncompliance.

(iii) The name and address of each
clinical investigator.

(iv) The approximate number of ani-
mals to be treated (or if not available,
the amount of new animal drug to be
shipped).

(v) If the new animal drug is given to
food-producing animals, the statement
shall contain the following additional
information:

(a) A commitment that the edible
products from such animals shall not
be used for food without prior author-
ization in accordance with the provi-
sions prescribed in this section.

(b) Approximate dates of the begin-
ning and end of the experiment or se-
ries of experiments.

(¢) The maximum daily dose(s) to be
administered to a given species, the
size of animal, maximum duration of
administration, method(s) of adminis-
tration, and proposed withdrawal time,
if any.

(vi) If a sponsor has transferred any
obligations for the conduct of any clin-
ical study to a contract research orga-
nization, a statement containing the
name and address of the contract re-
search organization, identification of
the clinical study, and a listing of the
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obligations transferred. If all obliga-
tions governing the conduct of the
study have been transferred, a general
statement of this transfer—in lieu of a
listing of the specific obligations trans-
ferred—may be submitted.

(5) Authorization for use of edible
products derived from a treated food-
producing animal may be granted
under the provisions of this section and
when the following specified conditions
are met, except that in the case of an
animal administered any unlicensed
experimental veterinary biological
product regulated under the viruses,
serums, toxins statute (21 U.S.C., chap-
ter V, sec. 151 et seq. ) the product shall
be exempt from the requirements of
this section when U.S. Department of
Agriculture approval has been obtained
as provided in 9 CFR 103.2. Conditional
authorization may be granted in ad-
vance of identification of the name(s)
and address(es) of the clinical investi-
gator(s) as required by paragraph
(b)(4)(iii) of this section. Information
required for authorization shall in-
clude, in addition to all other require-
ments of this section, the following:

(i) Data to show that consumption of
food derived from animals treated at
the maximum levels with the min-
imum withdrawal periods, if any, speci-
fied in accordance with paragraph
(b)4)(v)(c) of this section, will not be
inconsistent with the public health; or

(ii) Data to show that food derived
from animals treated at the maximum
levels and with the minimum with-
drawal periods, if any, specified in ac-
cordance with paragraph (b)(4)(v)(c) of
this section, does not contain drug res-
idues or metabolites.

(iii) The name and location of the
packing plant where the animals will
be processed, except that this require-
ment may be waived, on request, by
the terms of the authorization.

Authorizations granted under this
paragraph do not exempt investiga-
tional animals and their products from
compliance with other applicable in-
spection requirements. Any person who
contests a refusal to grant such au-
thorization shall have an opportunity
for a regulatory hearing before FDA
pursuant to part 16 of this chapter.
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(6) On written request of FDA, the
sponsor shall submit any additional in-
formation reported to or otherwise re-
ceived by him with respect to the in-
vestigation deemed necessary to facili-
tate a determination whether there are
grounds in the interest of public health
for terminating the exemption.

(7) The sponsor shall assure himself
that the new animal drug is shipped
only to investigators who:

(i) Are qualified by scientific training
and/experience to evaluate the safety
and/or effectiveness of the new animal
drug.

(ii) Shall maintain complete records
of the investigations, including com-
plete records of the receipt and disposi-
tion of each shipment or delivery of the
new animal drug under investigation.
Copies of all records of the investiga-
tion shall be retained by the investi-
gator for 2 years after the termination
of the investigation or approval of a
new animal drug application.

(iii) Shall furnish adequate and time-
ly reports of the investigation to the
Sponsor.

(8) The sponsor:

(i) Shall retain all reports received
from investigators for 2 years after the
termination of the investigation or ap-
proval of a new animal drug applica-
tion and make such reports available
to a duly authorized employee of the
Department for inspection at all rea-
sonable times.

(ii) Shall provide for current moni-
toring of the investigation by a person
qualified by scientific training and ex-
perience to evaluate information ob-
tained from the investigation, and
shall promptly investigate and report
to FDA and to all investigators any
findings associated with use of the new
animal drug that may suggest signifi-
cant hazards pertinent to the safety of
the new animal drug.

(iii) Shall not unduly prolong dis-
tribution of the new animal drug for
investigational use.

(iv) Shall not, nor shall any person
acting for or on behalf of the sponsor,
represent that the new animal drug is
safe or effective for the purposes for
which it is under investigation. This
requirement is not intended to restrict
the full exchange of scientific informa-
tion.
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(v) Shall not commercially distribute
nor test-market the new animal drug
until a new animal drug application is
approved pursuant to section 512(c) of
the act.

(9) If the shipment or other delivery
of the new animal drug is imported or
offered for importation into the United
States for clinical investigational use
in animals, it shall also meet the fol-
lowing conditions:

(i) The importer of all such ship-
ments or deliveries is an agent of the
foreign exporter residing in the United
States or the ultimate consignee,
which person has, prior to such ship-
ments and deliveries, informed FDA of
his intention to import the new animal
drug as sponsor in compliance with the
conditions prescribed in this subdivi-
sion; or

(ii) The new animal drug is shipped
directly to a scientific institution with
adequate facilities and qualified per-
sonnel to conduct laboratory or clin-
ical investigations and is intended
solely for use in such institutions and
which institution has submitted a
statement as sponsor of the investiga-
tion.

(10) The sponsor shall submit either a
claim for categorical exclusion under
§25.30 or §25.33 of this chapter or an en-
vironmental assessment under §25.40 of
this chapter.

(c) Disqualification of a clinical investi-
gator. (1) If FDA has information indi-
cating that an investigator (including
a sponsor-investigator) has repeatedly
or deliberately failed to comply with
the conditions of these exempting regu-
lations or has repeatedly or delib-
erately submitted to FDA or to the
sponsor false information in any re-
quired report, the Center for Veteri-
nary Medicine will furnish the investi-
gator written notice of the matter
complained of and offer the investi-
gator an opportunity to explain the
matter in writing, or, at the option of
the investigator, in an informal con-
ference. If an explanation is offered and
accepted by the Center for Veterinary
Medicine, the Center will discontinue
the disqualification proceeding. If an
explanation is offered but not accepted
by the Center for Veterinary Medicine,
the investigator will be given an oppor-
tunity for a regulatory hearing under
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part 16 of this chapter on the question
of whether the investigator is eligible
to receive test articles under this part
and eligible to conduct:

(i) Any clinical investigation that
supports an application for a research
or marketing permit for products regu-
lated by FDA; and

(ii) Any nonclinical laboratory study
intended to support an application for
a research or marketing permit for a
new animal drug.

(2) After evaluating all available in-
formation, including any explanation
presented by the investigator, if the
Commissioner determines that the in-
vestigator has repeatedly or delib-
erately failed to comply with the con-
ditions of the exempting regulations in
this subchapter, or has repeatedly or
deliberately submitted to FDA or to
the sponsor false information in any
required report, the Commissioner will
notify the investigator and the sponsor
of any investigation in which the in-
vestigator has been named as a partici-
pant that the investigator is not eligi-
ble to receive test articles under this
part. The notification to the investi-
gator and sponsor will provide a state-
ment of the basis for such determina-
tion. The notification also will explain
that an investigator determined to be
ineligible to receive test articles under
this part will be ineligible to conduct:

(i) Any clinical investigation that
supports an application for a research
or marketing permit for products regu-
lated by FDA, including drugs, bio-
logics, devices, new animal drugs,
foods, including dietary supplements,
that bear a nutrient content claim or a
health claim, infant formulas, food and
color additives, and tobacco products;
and

(ii) Any nonclinical laboratory study
intended to support an application for
a research or marketing permit for a
new animal drug.

(3) Each application or submission to
FDA under the provisions of this chap-
ter containing data reported by an in-
vestigator who has been determined to
be ineligible to receive FDA-regulated
test articles is subject to examination
to determine whether the investigator
has submitted unreliable data that are
essential to the continuation of an in-
vestigation or essential to the approval
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of a marketing application, or essen-
tial to the continued marketing of an
FDA-regulated product.

(4) If the Commissioner determines,
after the unreliable data submitted by
the investigator are eliminated from
consideration, that the data remaining
are inadequate to support a conclusion
that it is reasonably safe to continue
the investigation, the Commissioner
will notify the sponsor, who shall have
an opportunity for a regulatory hear-
ing under part 16 of this chapter. If a
danger to the public health exists, how-
ever, the Commissioner shall termi-
nate the exemption immediately and
notify the sponsor of the termination.
In such case, the sponsor shall have an
opportunity for a regulatory hearing
before FDA under part 16 on the ques-
tion of whether the exemption should
be reinstated. The determination that
an investigation may not be considered
in support of a research or marketing
application or a notification or peti-
tion submission does not, however, re-
lieve the sponsor of any obligation
under any other applicable regulation
to submit to FDA the results of the in-
vestigation.

(5) If the Commissioner determines,
after the unreliable data submitted by
the investigator are eliminated from
consideration, that the continued ap-
proval of the product for which the
data were submitted cannot be justi-
fied, the Commissioner will proceed to
withdraw approval of the product in ac-
cordance with the applicable provisions
of the relevant statutes.

(6) An investigator who has been de-
termined to be ineligible under para-
graph (c¢)(2) of this section may be rein-
stated as eligible when the Commis-
sioner determines that the investigator
has presented adequate assurances that
the investigator will employ all test
articles, and will conduct any clinical
investigation that supports an applica-
tion for a research or marketing per-
mit for products regulated by FDA and
any nonclinical laboratory study in-
tended to support an application for a
research or marketing permit for a new
animal drug, solely in compliance with
the applicable provisions of this chap-
ter.

(d) Termination of exemption. If the
Commissioner finds that:
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(1) The sponsor of the investigation
has failed to comply with any of the
conditions for the exemption estab-
lished under this section, or

(2) The continuance of the investiga-
tion is unsafe or otherwise contrary to
the public interest or the drug is being
or has been used for purposes other
than bona fide scientific investigation,
he shall first notify the sponsor and in-
vite his immediate correction. If the
conditions of the exemption are not
immediately met, the sponsor shall
have an opportunity for a regulatory
hearing before FDA pursuant of part 16
of this chapter on whether the exemp-
tion should be terminated. If the ex-
emption is terminated the sponsor
shall recall or have destroyed the un-
used supplies of the new animal drug.

(e) Statements and requests. ‘‘Notice(s)
of Claimed Investigational Exemption
for a New Animal Drug’ and requests
for authorization to use investigational
animals and their products for food
should be addressed to the Department
of Health and Human Services, Food
and Drug Administration, Center for
Veterinary Medicine, 7500 Standish P1.,
Rockville, MD 20855.

(f) Contract research organizations. (1)
For purposes of this part and part 514,
contract research organization means a
person that assumes, as an independent
contractor with the sponsor, one or
more of the obligations of a sponsor,
e.g., design of a protocol, selection or
monitoring of investigations, evalua-
tion of reports, and preparation of ma-
terials to be submitted to FDA.

(2) A sponsor may transfer responsi-
bility for any or all of the obligations
set forth in this part to a contract re-
search organization. Any such transfer
shall be in writing and, if not all obli-
gations are transferred, shall describe
each of the obligations being assumed
by the contract research organization.
If all obligations are transferred, a gen-
eral statement that all obligations
have been transferred is acceptable.
Any obligation not covered by the
written description shall be deemed not
to have been transferred.

(3) A contract research organization
that assumes any obligation of a spon-
sor shall comply with the specific regu-
lations in this chapter applicable to
this obligation and shall be subject to
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the same regulatory action as a spon-
sor for failure to comply with any obli-
gation assumed under these regula-
tions. Thus, all references to sponsor in
this part apply to a contract research
organization to the extent that it as-
sumes one or more obligations of the
sponsor.

(g) Index of legally marketed unap-
proved new animal drugs for minor spe-
cies. All provisions of part 511 apply to
new animal drugs for investigational
use in support of indexing, as described
in section 572 of the act, subject to the
provisions of §516.125 of this chapter.

[40 FR 13823, Mar. 27, 1975, as amended at 41
FR 48268, Nov. 2, 1976; 42 FR 15675, Mar. 22,
1977; 50 FR 7517, Feb. 22, 1985; 50 FR 16668,
Apr. 26, 1985; 52 FR 8847, Mar. 19, 1987; 54 FR
18280, Apr. 28, 1989; 57 FR 6475, Feb. 25, 1992;
62 FR 40599, July 29, 1997; 72 FR 69121, Dec. 6,
2007; 77 FR 25359, Apr. 30, 2012; 82 FR 61446,
Dec. 28, 2017]

§511.3 Definitions.

As used in this part:

Contract research organization means a
person that assumes, as an independent
contractor with the sponsor, one or
more of the obligations of a sponsor,
e.g., design of a protocol, selection or
monitoring of investigations, evalua-
tion of reports, and preparation of ma-
terials to be submitted to the Food and
Drug Administration.

Investigator means an individual who
actually conducts a clinical investiga-
tion (i.e., under whose immediate di-
rection the drug is administered or dis-
pensed to a subject). In the event an in-
vestigation is conducted by a team of
individuals, the investigator is the re-
sponsible leader of the team. ‘‘Sub-
investigator’” includes any other indi-
vidual member of that team.

Sponsor means a person who takes re-
sponsibility for and initiates a clinical
investigation. The sponsor may be an
individual or pharmaceutical company,
governmental agency, academic insti-
tution, private organization, or other
organization. The sponsor does not ac-
tually conduct the investigation unless
the sponsor is a sponsor-investigator. A
person other than an individual that
uses one or more of its own employees
to conduct an investigation that it has
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initiated is a sponsor, not a sponsor-in-
vestigator, and the employees are in-
vestigators.

Sponsor-Investigator means an indi-
vidual who both initiates and conducts
an investigation, and under whose im-
mediate direction the investigational
drug is administered or dispensed. The
term does not include any person other
than an individual. The requirements
applicable to a sponsor-investigator
under this part include both those ap-
plicable to an investigator and a spon-
sor.

[77 FR 25359, Apr. 30, 2012]

PART 514—NEW ANIMAL DRUG
APPLICATIONS

Subpart A—General Provisions

Sec.

514.1 Applications.

514.3 Definitions.

514.4 Substantial evidence.

514.5 Presubmission conferences.

514.6 Amended applications.

514.7 Withdrawal of applications without

prejudice.

514.8 Supplements and other changes to an
approved application.

514.11 Confidentiality of data and informa-
tion in a new animal drug application
file.

514.12 Confidentiality of data and informa-
tion in an investigational new animal
drug notice.

514.15 Untrue statements in applications.

Subpart B—Administrative Actions on
Applications

514.80 Records and reports concerning expe-
rience with approved new animal drugs.

514.87 Annual reports for antimicrobial ani-
mal drug sales and distribution.

514.100 Evaluation and comment on applica-
tions.

514.106 Approval of applications.

514.106 Approval of supplemental applica-
tions.

514.110 Reasons for refusing to file applica-
tions.

514.111 Refusal to approve an application.

514.115 Withdrawal of approval of applica-
tions.

514.116 Notice of withdrawal of approval of
application.

514.117 Adequate and well-controlled stud-
ies.

514.120 Revocation of order refusing to ap-
prove an application or suspending or
withdrawing approval of an application.

514.121 Service of notices and orders.

91

§514.1

Subpart C—Hearing Procedures

514.200 Notice of opportunity for hearing;
notice of participation and requests for
hearing; grant or denial of hearing.

514.201 Procedures for hearings.

Subparts D-E [Reserved]

Subpart F—Judicial Review

514.235 Judicial review.

AUTHORITY: 21 U.S.C. 321, 331, 351, 352, 354,
356a, 360b, 360ccc, 371, 379, 381.

SOURCE: 40 FR 13825, Mar. 27, 1975, unless
otherwise noted.

Subpart A—General Provisions

§514.1 Applications.

(a) Applications to be filed under sec-
tion 512(b) of the act shall be submitted
in the form and contain the informa-
tion described in paragraph (b) of this
section, as appropriate to support the
particular submission. If any part of
the application is in a foreign lan-
guage, an accurate and complete
English translation shall be appended
to such part. Translations of literature
printed in a foreign language shall be
accompanied by copies of the original
publication. The application must be
signed by the applicant or by an au-
thorized attorney, agent, or official. If
the applicant or such authorized rep-
resentative does not reside or have a
place of business within the United
States, the application must also fur-
nish the name and post office address
of, and must be countersigned by, an
authorized attorney, agent, or official
residing or maintaining a place of busi-
ness within the United States. Perti-
nent information may be incorporated
in, and will be considered as part of, an
application on the basis of specific ref-
erence to such information, including
information submitted under the provi-
sions of §511.1 of this chapter, in the
files of the Food and Drug Administra-
tion; however, the reference must be
specific in identifying the information.
Any reference to information furnished
by a person other than the applicant
may not be considered unless its use is
authorized in a written statement
signed by the person who submitted it.
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(b) Applications for new animal drugs
shall be submitted in triplicate and as-
sembled in the manner prescribed by
paragraph (b)(15) of this section, and
shall include the following informa-
tion, as appropriate to support the par-
ticular submission:

(1) Identification. Whether the submis-
sion is an original or supplemental ap-
plication; the name and the address of
the applicant; the date of the applica-
tion; the trade name(s) (if one has been
proposed) and chemical name(s) of the
new animal drug. Upon receipt, the ap-
plication will be assigned a number
NADA |, which shall be used for all
correspondence with respect to the ap-
plication.

(2) Table of contents and summary. The
application shall be organized in a co-
hesive fashion, shall contain a table of
contents which identifies the data and
other material submitted, and shall
contain a well-organized summary and
evaluation of the data in the following
form:

(i) Chemistry:

(a) Chemical structural formula or
description for any new animal drug
substance.

(b) Relationship to other chemically
or pharmacologically related drugs.

(c) Description of dosage form and
quantitative composition.

(ii) Scientific rationale and purpose
the new animal drug is to serve:

(a) Clinical purpose.

(b) Highlights of laboratory studies:
The reasons why certain types of stud-
ies were done or omitted as related to
the proposed conditions of use and to
information already known about this
class of compounds. Emphasize any un-
usual or particularly significant phar-
macological effects or toxicological
findings.

(c) Highlights of clinical studies: The
rationale of the clinical study plan
showing why types of studies were
done, amended, or omitted as related
to laboratory studies and prior clinical
experience.

(d) Conclusions: A short statement of
conclusions combining the major
points of effectiveness and safety as
they relate to the use of the new ani-
mal drug.
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(3) Labeling. Three copies of each
piece of all labeling to be used for the
article (total of 9).

(i) All labeling should be identified to
show its position on, or the manner in
which it is to accompany the market
package.

(ii) Labeling for nonprescription new
animal drugs should include adequate
directions for use by the layman under
all conditions of use for which the new
animal drug is intended, recommended,
or suggested in any of the labeling or
advertising sponsored by the applicant.

(iii) Labeling for prescription veteri-
nary drugs should bear adequate infor-
mation for use under which veterinar-
ians can use the new animal drug safe-
ly and for the purposes for which it is
intended, including those purposes for
which it is to be advertised or rep-
resented, in accord with §201.105 of this
chapter.

(iv) All labeling for prescription or
nonprescription new animal drugs shall
be submitted with any necessary use
restrictions prominently and conspicu-
ously displayed.

(v) Labeling for new animal drugs in-
tended for use in the manufacture of
medicated feeds shall include:

(a) Specimens of labeling to be used
for such new animal drug with ade-
quate directions for the manufacture
and use of finished feeds for all condi-
tions for which the new animal drug is
intended, recommended, or suggested
in any of the labeling, including adver-
tising, sponsored by the applicant. In-
gredient labeling may utilize collective
names as provided in §501.110 of this
chapter.

(b) Representative labeling proposed
to be used for Type B and Type C medi-
cated feeds containing the new animal
drug.

(vi) Draft labeling may be submitted
for preliminary consideration of an ap-
plication. Final printed labeling will
ordinarily be required prior to approval
of an application. Proposed advertising
for veterinary prescription drugs may
be submitted for comment or approval.

(4) Components and composition. A
complete list of all articles used for
production of the new animal drug in-
cluding a full list of the composition of
each article:
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(i) A full list of the articles used as
components of the new animal drug.
This list should include all substances
used in the synthesis, extraction, or
other method of preparation of any
new animal drug and in the prepara-
tion of the finished dosage form, re-
gardless of whether they undergo
chemical change or are removed in the
process. Each component should be
identified by its established name, if
any, or complete chemical name, using
structural formulas when necessary for
specific identification. If any propri-
etary name is used, it should be fol-
lowed by a complete quantitative
statement of composition. Reasonable
alternatives for any listed component
may be specified.

(ii) A full statement of the composi-
tion of the new animal drug. The state-
ment shall set forth the name and
amount of each ingredient, whether ac-
tive or not, contained in a stated quan-
tity of the new animal drug in the form
in which it is to be distributed (for ex-
ample, amount per tablet or milliliter)
and a batch formula representative of
that to be employed for the manufac-
ture of the finished dosage form. All
components should be included in the
batch formula regardless of whether
they appear in the finished product.
Any calculated excess of an ingredient
over the label declaration should be
designated as such and percent excess
shown. Reasonable variation may be
specified.

(iii) If it is a new animal drug pro-
duced by fermentation:

(a) Source and type of microorganism
used to produce the new animal drug.

(b) Composition of media used to
produce the new animal drug.

(c) Type of precursor used, if any, to
guide or enhance production of the an-
tibiotic during fermentation.

(d) Name and composition of preserv-
ative, if any, used in the broth.

(e) A complete description of the ex-
traction and purification processes in-
cluding the names and compositions of
the solvents, precipitants, ion ex-
change resins, emulsifiers, and all
other agents used.

(f) If the new animal drug is produced
by a catalytic hydrogenation process
(such as tetracycline from chlortetra-
cycline), a complete description of each
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chemical reaction with graphic for-
mulas used to produce the new animal
drug, including the names of the cata-
lyst used, how it is removed, and how
the new animal drug is extracted and
purified.

(5) Manufacturing methods, facilities,
and controls. A full description of the
methods used in, and the facilities and
controls used for, the manufacture,
processing, and packing of the new ani-
mal drug. This description should in-
clude full information with respect to
any new animal drug in sufficient de-
tail to permit evaluation of the ade-
quacy of the described methods of man-
ufacture, processing, and packing, and
the described facilities and controls to
determine and preserve the identity,
strength, quality, and purity of the
new animal drug, and the following:

(i) If the applicant does not himself
perform all the manufacturing, proc-
essing, packaging, labeling, and control
operations for any new animal drug, he
shall: Identify each person who will
perform any part of such operations
and designate the part; and provide a
signed statement from each such per-
son fully describing, directly or by ref-
erence, the methods, facilities, and
controls he will use in his part of the
operation. The statement shall include
a commitment that no changes will be
made without prior approval by the
Food and Drug Administration, unless
permitted under §514.8.

(ii) A description of the qualifica-
tions, including educational back-
ground and experience, of the technical
and professional personnel who are re-
sponsible for assuring that the new ani-
mal drug has the identity, strength,
quality, and purity it purports or is
represented to possess, and a statement
of their responsibilities.

(iii) A description of the physical fa-
cilities including building and equip-
ment used in manufacturing, proc-
essing, packaging, labeling, storage,
and control operations.

(iv) The methods used in the syn-
thesis, extraction, isolation, or purifi-
cation of any new animal drug. When
the specifications and controls applied
to such new animal drugs are inad-
equate in themselves to determine its
identity, strength, quality, and purity,
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the methods should be described in suf-
ficient detail, including quantities
used, times, temperature, pH, solvents,
etc., to determine these characteris-
tics. Alternative methods or variations
in methods within reasonable limits
that do not affect such characteristics
of the new animal drug may be speci-
fied. A flow sheet and indicated equa-
tions should be submitted when needed
to explain the process.

(v) Precautions to insure proper iden-
tity, strength, quality, and purity of
the raw materials, whether active or
not, including:

(a) The specifications for acceptance
and methods of testing for each lot of
raw material.

(b) A statement as to whether or not
each lot of raw materials is given a se-
rial number to identify it, and the use
made of such numbers in subsequent
plant operations.

(vi) The instructions used in the
manufacturing, processing, packaging,
and labeling of each dosage form of the
new animal drug, including:

(a) The method of preparation of the
master formula records and individual
batch records and the manner in which
these records are used.

(b) The number of individuals check-
ing weight or volume of each indi-
vidual ingredient entering into each
batch of the new animal drug.

(c) A statement as to whether or not
the total weight or volume of each
batch is determined at any stage of the
manufacturing process subsequent to
making up a batch according to the
formula card and, if so, at what stage
and by whom it is done.

(d) The precautions used in checking
the actual package yield produced from
a batch of the new animal drug with
the theoretical yield. This should in-
clude a description of the accounting
for such items as discards, breakage,
etc., and the criteria used in accepting
or rejecting batches of drugs in the
event of an unexplained discrepancy.

(e) The precautions used to assure
that each lot of the new animal drug is
packaged with the proper label and la-
beling, including provisions for label-
ing storage and inventory control.

() Any special precautions used in
the operations.

94

21 CFR Ch. | (4-1-22 Edition)

(vii) The analytical controls used
during the various stages of the manu-
facturing, processing, packaging, and
labeling of the new animal drug, in-
cluding a detailed description of the
collection of samples and the analyt-
ical procedures to which they are sub-
jected. The analytical procedures
should be capable of determining the
active components within a reasonable
degree of accuracy and of assuring the
identity of such components.

(a) A description of practicable meth-
ods of analysis of adequate sensitivity
to determine the amount of the new
animal drug in the final dosage form
should be included. The dosage form
may be a finished pharmaceutical prod-
uct, a Type A medicated article, a Type
B or a Type C medicated feed, or a
product for use in animal drinking
water. Where two or more active ingre-
dients are included, methods should be
quantitative and specific for each ac-
tive ingredient.

(b) If the article is one that is rep-
resented to be sterile, the same infor-
mation with regard to the manufac-
turing, processing, packaging, and the
collection of samples of the drug
should be given for sterility controls.
Include the standards used for accept-
ance of each lot of the finished drug.

(viii) An explanation of the exact sig-
nificance of any batch control numbers
used in the manufacturing, processing,
packaging, and labeling of the new ani-
mal drug, including such control num-
bers that may appear on the label of
the finished article. State whether
these numbers enable determination of
the complete manufacturing history of
the product. Describe any methods
used to permit determination of the
distribution of any batch if its recall is
required.

(ix) Adequate information with re-
spect to the characteristics of and the
test methods employed for the con-
tainer, closure, or other component
parts of the drug package to assure
their suitability for the intended use.

(x) A complete description of, and
data derived from, studies of the sta-
bility of the new animal drug in the
final dosage form, including informa-
tion showing the suitability of the ana-
lytical methods used. A description of
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any additional stability studies under-
way or planned. Stability data for the
finished dosage form of the new animal
drug in the container in which it is to
be marketed, including any proposed
multiple dose container, and, if it is to
be put into solution at the time of dis-
pensing, for the solution prepared as
directed. If the new animal drug is in-
tended for use in the manufacture of
Type C medicated feed as defined in
§558.3 of this chapter, stability data de-
rived from studies in which representa-
tive formulations of the medicated feed
articles are used. Similar data may be
required for Type B medicated feeds as
determined by the Food and Drug Ad-
ministration on a case-by-case basis.
Expiration dates shall be proposed for
finished pharmaceutical dosage forms
and Type A medicated articles. If the
data indicate that an expiration date is
needed for Type B or Type C medicated
feeds, the applicant shall propose such
expiration date. If no expiration date is
proposed for Type B or Type C medi-
cated feeds, the applicant shall justify
its absence with data.

(xi) Additional procedures employed
which are designed to prevent contami-
nation and otherwise assure proper
control of the product. An application
may be refused unless it includes ade-
quate information showing that the
methods used in, and the facilities and
controls used for, the manufacturing,
processing, and packaging of the new
animal drug are adequate to preserve
its identity, strength, quality, and pu-
rity in conformity with good manufac-
turing practice and identifies each es-
tablishment, showing the location of
the plant conducting these operations.

(6) Samples. Samples of the new ani-
mal drug and articles used as compo-
nents and information concerning
them may be requested by the Center
for Veterinary Medicine as follows:

(i) Bach sample shall consist of four
identical, separately packaged subdivi-
sions, each containing at least three
times the amount required to perform
the laboratory test procedures de-
scribed in the application to determine
compliance with its control specifica-
tions for identity and assays. Each of
the samples submitted shall be appro-
priately packaged and labeled to pre-
serve its characteristics, to identify
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the material and the quantity in each
subdivision of the sample, and to iden-
tify each subdivision with the name of
the applicant and the new animal drug
application to which it relates. In-
cluded are:

(a) A sample or samples of any ref-
erence standard and blank used in the
procedures described in the application
for assaying each new animal drug and
other assayed components of the fin-
ished new animal drug.

(b) A representative sample or sam-
ples of each strength of the finished
dosage form proposed in the applica-
tion and employed in the clinical in-
vestigations and a representative sam-
ple or samples of each new animal drug
from the batch(es) employed in the
production of such dosage form.

(c) A representative sample or sam-
ples of finished market packages of
each strength of the dosage form of the
new animal drug prepared for initial
marketing and, if any such sample is
not from a representative commercial-
scale production batch, such a sample
from a representative commercial-
scale production batch, and a rep-
resentative sample or samples of each
new animal drug from the batch(es)
employed in the production of such
dosage form, provided that in the case
of new animal drugs marketed in large
packages the sample should contain
only three times a sufficient quantity
of the new animal drug to allow for
performing the control tests for drug
identity and assays.

(ii) The following information shall
be included for the samples when re-
quested:

(a) For each sample submitted, full
information regarding its identity and
the origin of any new animal drug con-
tained therein (including a statement
whether it was produced on a labora-
tory, pilot-plant, or full-production
scale) and detailed results of all labora-
tory tests made to determine the iden-
tity, strength, quality, and purity of
the batch represented by the sample,
including assays.

(b) For any reference standard sub-
mitted, a complete description of its
preparation and the results of all lab-
oratory tests on it. If the test methods
used differed from those described in
the application, full details of the
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methods employed in obtaining the re-
porting results.

(T) Analytical methods for residues. Ap-
plications shall include a description of
practicable methods for determining
the quantity, if any, of the new animal
drug in or on food, and any substance
formed in or on food because of its use,
and the proposed tolerance or with-
drawal period or other use restrictions
to ensure that the proposed use of this
drug will be safe. When data or other
adequate information establish that it
is not reasonable to expect the new
animal drug to become a component of
food at concentrations considered un-
safe, a regulatory method is not re-
quired.

(i) The kind of information required
by this subdivision may include: Com-
plete experimental protocols for deter-
mining drug residue levels in the edible
products, and the length of time re-
quired for residues to be eliminated
from such products following the
drug’s use; residue studies conducted
under appropriate (consistent with the
proposed usage) conditions of dosage,
time, and route of administration to
show levels, if any, of the drug and/or
its metabolites in test animals during
and upon cessation of treatment and at
intervals thereafter in order to estab-
lish a disappearance curve; if the drug
is to be used in combination with other
drugs, possible effects of interaction
demonstrated by the appropriate dis-
appearance curve or depletion patterns
after drug withdrawal under appro-
priate (consistent with the proposed
usage) conditions of dosage, time, and
route of administration; if the drug is
given in the feed or water, appropriate
consumption records of the medicated
feed or water and appropriate perform-
ance data in the treated animal; if the
drug is to be used in more than one
species, drug residue studies or appro-
priate metabolic studies conducted for
each species that is food-producing. To
provide these data, a sufficient number
of birds or animals should be used at
each sample interval. Appropriate use
of labeled compounds (e.g. radioactive
tracers), may be utilized to establish
metabolism and depletion curves. Drug
residue levels ordinarily should be de-
termined in muscle, liver, kidney, and
fat and where applicable, in skin, milk,
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and eggs (yolk and egg white). As a
part of the metabolic studies, levels of
the drug or metabolite should be deter-
mined in blood where feasible. Samples
may be combined where necessary.
Where residues are suspected or known
to be present in litter from treated ani-
mals, it may be necessary to include
data with respect to such residues be-
coming components of other agricul-
tural commodities because of use of lit-
ter from treated animals.

(ii) A new animal drug that has the
potential to contaminate human food
with residues whose consumption could
present a risk of cancer to people must
satisfy the requirements of subpart E
of part 500 of this chapter.

(8) Evidence to establish safety and ef-
fectiveness. (i) An application may be
refused unless it contains full reports
of adequate tests by all methods rea-
sonably applicable to show whether or
not the new animal drug is safe and ef-
fective for use as suggested in the pro-
posed labeling.

(ii) An application may be refused
unless it includes substantial evidence
of the effectiveness of the new animal
drug as defined in §514.4.

(iii) An application may be refused
unless it contains detailed reports of
the investigations, including studies
made on laboratory animals, in which
the purpose, methods, and results ob-
tained are clearly set forth of acute,
subacute, and chronic toxicity, and un-
less it contains appropriate clinical
laboratory results related to safety and
efficacy. Such information should in-
clude identification of the person who
conducted each investigation, a state-
ment of where the investigations were
conducted, and where the raw data are
available in the application.

(iv) All information pertinent to an
evaluation of the safety and effective-
ness of the new animal drug received or
otherwise obtained by the applicant
from any source, including information
derived from other investigations or
commercial marketing (for example,
outside the United States), or reports
in the scientific literature, both favor-
able and unfavorable, involving the
new animal drug that is the subject of
the application and related new animal
drugs shall be submitted. An adequate
summary may be acceptable in lieu of
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a reprint of a published report that
only supports other data submitted. In-
clude any evaluation of the safety or
effectiveness of the new animal drug
that has been made by the applicant’s
veterinary or medical department, ex-
pert committee, or consultants.

(v) If the new animal drug is a com-
bination of active ingredients or ani-
mal drugs, an application may be re-
fused unless it includes substantial evi-
dence of the effectiveness of the com-
bination new animal drug as required
in §514.4.

(vi) An application shall include a
complete list of the names and post of-
fice addresses of all investigators who
received the new animal drug. This
may be incorporated in whole or in
part by reference to information sub-
mitted under the provisions of §511.1 of
this chapter.

(vii) Explain any omission of reports
from any investigator to whom the in-
vestigational new animal drug has been
made available. The unexplained omis-
sion of any reports of investigations
made with the new animal drug by the
applicant or submitted to him by an in-
vestigator or the unexplained omission
of any pertinent reports of investiga-
tions or clinical experience received or
otherwise obtained by the applicant
from published literature or other
sources that would bias an evaluation
of the safety of the new animal drug or
its effectiveness in use, constitutes
grounds for the refusal or withdrawal
of the approval of an application.

(viii) If a sponsor has transferred any
obligations for the conduct of any clin-
ical study to a contract research orga-
nization, the application is required to
include a statement containing the
name and address of the contract re-
search organization, identifying the
clinical study, and listing the obliga-
tions transferred. If all obligations gov-
erning the conduct of the study have
been transferred, a general statement
of this transfer—in lieu of a listing of
the specific obligations transferred—
may be submitted.

(ix) If original subject records were
audited or reviewed by the sponsor in
the course of monitoring any clinical
study to verify the accuracy of the case
reports submitted to the sponsor, a list
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identifying each clinical study so au-
dited or reviewed.

(9) Veterinary feed directive. Three
copies of a veterinary feed directive
(VFD) must be submitted in a form
that accounts for the information de-
scribed under §558.6(b)(3) and 558.6(b)(4)
of this chapter.

(10) Supplemental applications. If it is
a supplemental application, full infor-
mation shall be submitted on each pro-
posed change concerning any state-
ment made in the approved applica-
tion.

(11) Applicant’s commitment. It is un-
derstood that the labeling and adver-
tising for the new animal drug will pre-
scribe, recommend, or suggest its use
only under the conditions stated in the
labeling which is part of this applica-
tion and if the article is a prescription
new animal drug, it is understood that
any labeling which furnishes or pur-
ports to furnish information for use or
which prescribes, recommends, or sug-
gests a dosage for use of the new ani-
mal drug will also contain, in the same
language and emphasis, information
for its use including indications, ef-
fects, dosages, routes, methods, and
frequency and duration of administra-
tion, any relevant hazards, contra-
indications, side effects, and pre-
cautions contained in the labeling
which is part of this application. It is
understood that all representations in
this application apply to the drug pro-
duced until changes are made in con-
formity with §514.8.

(12) Additional commitments. (i) New
animal drugs as defined in §510.3 of this
chapter, intended for use in the manu-
facture of animal feeds in any State
will be shipped only to persons who
may receive such drugs in accordance
with §510.7 of this chapter.

(ii) The methods, facilities, and con-
trols described under item 5 of this ap-
plication conform to the current good
manufacturing practice regulations in
subchapter C of this chapter.

(iii) With respect to each nonclinical
laboratory study contained in the ap-
plication, either a statement that the
study was conducted in compliance
with the good laboratory practice regu-
lations set forth in part 58 of this chap-
ter, or, if the study was not conducted
in compliance with such regulations, a
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brief statement of the reason for the
noncompliance.

(13) [Reserved]

(14) Environmental assessment. The ap-
plicant is required to submit either a
claim for categorical exclusion under
§25.30 or §25.33 of this chapter or an en-
vironmental assessment under §25.40 of
this chapter.

(15) Assembling and binding the appli-
cation. Assemble and bind an original
and two copies of the application as
follows:

(i) Bind the original or ribbon copy of
the application as copy No. 1.

(i1) Bind two identical copies as copy
No. 2 and copy No. 3.

(iii) Identify each front cover with
the name of the applicant, new animal
drug, and the copy number.

(iv) Number each page of the applica-
tion sequentially in the upper right
hand corner or in another location so
that the page numbers remain legible
after the application has been bound,
and organize the application consistent
with paragraphs (b) (1) through (14) of
this section. Each copy should bear the
same page numbering, whether sequen-
tial in each volume or continuous and
sequential throughout the application.

(v) Include complete labeling in each
of the copies. It is suggested that label-
ing be identified by date of printing or
date of preparation.

(vi) Submit separate applications for
each different dosage form of the drug
proposed. Repeating basic information
pertinent to all dosage forms in each
application is unnecessary if reference
is made to the application containing
such information. Include in each ap-
plication information applicable to the
specific dosage form, such as labeling,
composition, stability data, and meth-
od of manufacture.

(vii) Submit in folders amendments,
supplements, and other correspondence
sent after submission of an original ap-
plication. The front cover of these sub-
missions should be identified with the
name of the applicant, new animal
drug, copy number, and the new animal
drug application number, if known.

(c) When a new animal drug applica-
tion is submitted for a new animal
drug which has a stimulant, depres-
sant, or hallucinogenic effect on the
central nervous system, if it appears
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that the drug has a potential for abuse,
the Commissioner shall forward that
information to the Attorney General of
the United States.

[40 FR 13825, Mar. 27, 1975]

EDITORIAL NOTE: For FEDERAL REGISTER ci-
tations affecting §514.1, see the List of CFR
Sections Affected, which appears in the
Finding Aids section of the printed volume
and at www.govinfo.gov.

§514.3 Definitions.

The definition and interpretation of
terms contained in this section apply
to those terms as used throughout sub-
chapter E.

Adverse drug experience is any adverse
event associated with the use of a new
animal drug, whether or not considered
to be drug related, and whether or not
the new animal drug was used in ac-
cordance with the approved labeling
(i.e., used according to label directions
or used in an extralabel manner, in-
cluding but not limited to different
route of administration, different spe-
cies, different indications, or other
than labeled dosage). Adverse drug ex-
perience includes, but is not limited to:

(1) An adverse event occurring in ani-
mals in the course of the use of an ani-
mal drug product by a veterinarian or
by a livestock producer or other ani-
mal owner or caretaker.

(2) Failure of a new animal drug to
produce its expected pharmacological
or clinical effect (lack of expected ef-
fectiveness).

(3) An adverse event occurring in hu-
mans from exposure during manufac-
ture, testing, handling, or use of a new
animal drug.

ANADA is an abbreviated new animal
drug application including all amend-
ments and supplements.

Applicant is a person or entity who
owns or holds on behalf of the owner
the approval for an NADA or an
ANADA, and is responsible for compli-
ance with applicable provisions of the
act and regulations.

Increased frequency of adverse drug ezx-
perience is an increased rate of occur-
rence of a particular serious adverse
drug event, expected or unexpected,
after appropriate adjustment for drug
exposure.
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NADA is a new animal drug applica-
tion including all amendments and sup-
plements.

Nonapplicant is any person other than
the applicant whose name appears on
the label and who is engaged in manu-
facturing, packing, distribution, or la-
beling of the product.

Potential applicant means any person:

(1) Intending to investigate a new
animal drug under section 512(j) of the
Federal Food, Drug, and Cosmetic Act
(the act),

(2) Investigating a new animal drug
under section 512(j) of the act,

(3) Intending to file a new animal
drug application (NADA) or supple-
mental NADA under section 512(b)(1) of
the act, or

(4) Intending to file an abbreviated
new animal drug application (ANADA)
under section 512(b)(2) of the act.

Presubmission conference means one or
more conferences between a potential
applicant and FDA to reach a binding
agreement establishing a submission or
investigational requirement.

Presubmission  conference agreement
means that section of the memo-
randum of conference headed ‘‘Pre-
submission Conference Agreement”
that records any agreement on the sub-
mission or investigational requirement
reached by a potential applicant and
FDA during the presubmission con-
ference.

Product defect/manufacturing defect is
the deviation of a distributed product
from the standards specified in the ap-
proved application, or any significant
chemical, physical, or other change, or
deterioration in the distributed drug
product, including any microbial or
chemical contamination. A manufac-
turing defect is a product defect caused
or aggravated by a manufacturing or
related process. A manufacturing de-
fect may occur from a single event or
from deficiencies inherent to the man-
ufacturing process. These defects are
generally associated with product con-
tamination, product deterioration,
manufacturing error, defective pack-
aging, damage from disaster, or label-
ing error. For example, a labeling error
may include any incident that causes a
distributed product to be mistaken for,
or its labeling applied to, another prod-
uct.
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Serious adverse drug experience is an
adverse event that is fatal, or life-
threatening, or requires professional
intervention, or causes an abortion, or
stillbirth, or infertility, or congenital
anomaly, or prolonged or permanent
disability, or disfigurement.

Unexpected adverse drug experience is
an adverse event that is not listed in
the current labeling for the new animal
drug and includes any event that may
be symptomatically and
pathophysiologically related to an
event listed on the labeling, but differs
from the event because of greater se-
verity or specificity. For example,
under this definition hepatic necrosis
would be unexpected if the labeling re-
ferred only to elevated hepatic en-
zymes or hepatitis.

[68 FR 15365, Mar. 31, 2003, as amended at 69
FR 51170, Aug. 18, 2004]

§514.4 Substantial evidence.

(a) Definition of substantial evidence.
Substantial evidence means evidence
consisting of one or more adequate and
well-controlled studies, such as a study
in a target species, study in laboratory
animals, field study, bioequivalence
study, or an in vitro study, on the basis
of which it could fairly and reasonably
be concluded by experts qualified by
scientific training and experience to
evaluate the effectiveness of the new
animal drug involved that the new ani-
mal drug will have the effect it pur-
ports or is represented to have under
the conditions of use prescribed, rec-
ommended, or suggested in the labeling
or proposed labeling thereof. Substan-
tial evidence shall include such ade-
quate and well-controlled studies that
are, as a matter of sound scientific
judgment, necessary to establish that a
new animal drug will have its intended
effect.

(b) Characteristics of substantial evi-
dence—(1) Qualifications of experts. Any
study that is intended to be part of
substantial evidence of the effective-
ness of a new animal drug shall be con-
ducted by experts qualified by sci-
entific training and experience.

(2) Intended uses and conditions of use.
Substantial evidence of effectiveness of
a new animal drug shall demonstrate
that the new animal drug is effective
for each intended use and associated
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conditions of use for and under which
approval is sought.

(i) Dose range labeling. Sponsors
should, to the extent possible, provide
for a dose range because it increases
the utility of the new animal drug by
providing the user flexibility in the se-
lection of a safe and effective dose. In
general, substantial evidence to sup-
port dose range labeling for a new ani-
mal drug intended for use in the diag-
nosis, cure, mitigation, treatment, or
prevention of disease must consist of at
least one adequate and well-controlled
study on the basis of which qualified
experts could fairly and reasonably
conclude that the new animal drug will
be effective for the intended use at the
lowest dose of the dose range suggested
in the proposed labeling for that in-
tended use. Substantial evidence to
support dose range labeling for a new
animal drug intended to affect the
structure or function of the body of an
animal generally must consist of at
least one adequate and well-controlled
study on the basis of which qualified
experts could fairly and reasonably
conclude that the new animal drug will
be effective for the intended use at all
doses within the range suggested in the
proposed labeling for the intended use.

(ii) [Reserved]

(3) Studies—(i) Number. Substantial
evidence of the effectiveness of a new
animal drug for each intended use and
associated conditions of use shall con-
sist of a sufficient number of current
adequate and well-controlled studies of
sufficient quality and persuasiveness to
permit qualified experts:

(A) To determine that the param-
eters selected for measurement and the
measured responses reliably reflect the
effectiveness of the new animal drug;

(B) To determine that the results ob-
tained are likely to be repeatable, and
that valid inferences can be drawn to
the target animal population; and

(C) To conclude that the new animal
drug is effective for the intended use at
the dose or dose range and associated
conditions of wuse prescribed, rec-
ommended, or suggested in the pro-
posed labeling.

(ii) Types. Adequate and well-con-
trolled studies that are intended to
provide substantial evidence of the ef-
fectiveness of a new animal drug may
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include, but are not limited to, pub-
lished studies, foreign studies, studies
using models, and studies conducted by
or on behalf of the sponsor. Studies
using models shall be validated to es-
tablish an adequate relationship of pa-
rameters measured and effects ob-
served in the model with one or more
significant effects of treatment.

(c) Substantial evidence for combination
new animal drugs—(1) Definitions. The
following definitions of terms apply to
this section:

(i) Combination new animal drug
means a new animal drug that contains
more than one active ingredient or ani-
mal drug that is applied or adminis-
tered simultaneously in a single dosage
form or simultaneously in or on animal
feed or drinking water.

(ii) Dosage form combination new ani-
mal drug means a combination new ani-
mal drug intended for use other than in
animal feed or drinking water.

(iii) Antibacterial with respect to a
particular target animal species means
an active ingredient or animal drug:
That is approved in that species for the
diagnosis, cure, mitigation, treatment,
or prevention of bacterial disease; or
that is approved for use in that species
for any other use that is attributable
to its antibacterial properties. But,
antibacterial does not include
ionophores or arsenicals intended for
use in combination in animal feed or
drinking water.

(iv) Appropriate concurrent use exists
when there is credible evidence that
the conditions for which the combina-
tion new animal drug is intended can
occur simultaneously.

(2) Combination new animal drugs that
contain only active ingredients or animal
drugs that have previously been sepa-
rately approved. (i) For dosage form
combination new animal drugs, except
for those that contain a nontopical
antibacterial, that contain only active
ingredients or animal drugs that have
previously been separately approved
for the particular uses and conditions
of use for which they are intended in
combination, a sponsor shall dem-
onstrate:

(A) By substantial evidence, as de-
fined in this section, that any active
ingredient or animal drug intended
only for the same use as another active
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ingredient or animal drug in the com-
bination makes a contribution to the
effectiveness of the combination new
animal drug;

(B) That each active ingredient or
animal drug intended for at least one
use that is different from all the other
active ingredients or animal drugs used
in the combination provides appro-
priate concurrent use for the intended
target animal population; and

(C) That the active ingredients or
animal drugs are physically compatible
and do not have disparate dosing regi-
mens if FDA, based on scientific infor-
mation, has reason to believe the ac-
tive ingredients or animal drugs are
physically incompatible or have dis-
parate dosing regimens.

(ii) For combination new animal
drugs intended for use in animal feed
or drinking water that contain only ac-
tive ingredients or animal drugs that
have previously been separately ap-
proved for the particular uses and con-
ditions of use for which they are in-
tended in combination, the sponsor
shall demonstrate:

(A) By substantial evidence, as de-
fined in this section, that any active
ingredient or animal drug intended
only for the same use as another active
ingredient or animal drug in the com-
bination makes a contribution to the
effectiveness of the combination new
animal drug;

(B) For such combination new animal
drugs that contain more than one anti-
bacterial ingredient or animal drug, by
substantial evidence, as defined in this
section, that each antibacterial makes
a contribution to labeled effectiveness;

(C) That each active ingredient or
animal drug intended for at least one
use that is different from all other ac-
tive ingredients or animal drugs used
in the combination provides appro-
priate concurrent use for the intended
target animal population; and

(D) That the active ingredients or
animal drugs intended for use in drink-
ing water are physically compatible if
FDA, based on scientific information,
has reason to believe the active ingre-
dients or animal drugs are physically
incompatible.

(3) Other combination new animal
drugs. For all other combination new
animal drugs, the sponsor shall dem-
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onstrate by substantial evidence, as de-
fined in this section, that the combina-
tion new animal drug will have the ef-
fect it purports or is represented to
have under the conditions of use pre-
scribed, recommended, or suggested in
the proposed labeling and that each ac-
tive ingredient or animal drug contrib-
utes to the effectiveness of the com-
bination new animal drug.

[64 FR 40756, July 28, 1999]

§514.5 Presubmission conferences.

(a) General principle underlying the
conduct of a presubmission conference.
The general principle underlying the
conduct of any presubmission con-
ference is that there should be candid,
full, and open communication.

(b) Requesting a presubmission con-
ference. A potential applicant is enti-
tled to one or more conferences prior
to the submission of an NADA, supple-
mental NADA, or an ANADA to reach
an agreement establishing part or all
of a submission or investigational re-
quirement. A potential applicant’s re-
quest for a presubmission conference
must be submitted to FDA in a signed
letter. The letter must include a pro-
posed agenda that clearly outlines the
scope, purpose, and objectives of the
presubmission conference and must list
the names and positions of the rep-
resentatives who are expected to at-
tend the presubmission conference on
behalf of the applicant.

(c) Timing. A potential applicant may
request one or more presubmission con-
ferences at any time prior to the filing
of a NADA, supplemental NADA, or an
ANADA. A request for a presubmission
conference must be received by FDA at
least 30 calendar days in advance of the
requested conference date. FDA will
schedule the presubmission conference
at a time agreeable to both FDA and
the potential applicant.

(d) Advance information. The potential
applicant must provide to FDA, at
least 30 calendar days before a sched-
uled presubmission conference, a de-
tailed agenda, a copy of any materials
to be presented at the conference, a list
of proposed indications and, if avail-
able, a copy of the proposed labeling
for the product under consideration,
and copies of materials evaluated or
referenced relative to issues listed in
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the agenda for the conference. If the
materials are not provided or are not
sufficient to provide the basis for
meaningful discussion, FDA may elect
to postpone part or all of the meeting
until sufficient materials are provided
to FDA.

(e) Conduct of a presubmission con-
ference. The potential applicant and
FDA may each bring consultants to the
presubmission conference. The pre-
submission conference(s) will be di-
rected primarily at establishing agree-
ment between FDA and the potential
applicant regarding a submission or in-
vestigational requirement. The submis-
sion or investigational requirement
may include, among other things, the
number, types, and general design of
studies that are necessary to dem-
onstrate the safety and effectiveness of
a new animal drug for the intended
uses and conditions of use prescribed,
recommended, or suggested in the pro-
posed labeling for the new animal drug.

(f) Documentation of a presubmission
conference—(1) Memorandum of con-
ference—(i) Preparation. FDA will pre-
pare a memorandum for each pre-
submission conference that will in-
clude, among other things, any back-
ground pertinent to the request for
meeting; a summary of the key points
of discussion; agreements; and action
items and assignments of responsi-
bility. That portion of the memo-
randum of conference that documents
any agreements reached regarding all
or part of a submission or investiga-
tional requirement will be included
under the heading ‘‘Presubmission Con-
ference Agreement.” If the pre-
submission conference agreement sec-
tion of the memorandum is silent on an
issue, including one that was discussed
in the conference or addressed by mate-
rials provided for the conference, such
silence does not constitute agreement
between FDA and the potential appli-
cant on the issue.

(ii) Sending a copy to the potential ap-
plicant. FDA will send a copy of the
memorandum to the potential appli-
cant for review no later than 45 cal-
endar days after the date of the con-
ference

(iii) Requests for changes or clarifica-
tion. If a potential applicant requests
changes to, or clarification of, the sub-
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stance of the memorandum, the re-
quest must be sent to FDA within 30
calendar days from the date a copy of
the memorandum is sent to the appli-
cant. If the potential applicant re-
quests changes or clarification, FDA
will send the potential applicant a re-
sponse to their request no later than 45
calendar days after the date of receipt
of the request.

(iv) Administrative record. A copy of
FDA’s original memorandum of con-
ference and, as appropriate, a copy of
an amended memorandum to correct or
clarify the content of the original
memorandum will be made part of the
administrative file.

(2) Field studies. If FDA requires more
than one field study to establish by
substantial evidence that the new ani-
mal drug is effective for its intended
uses under the conditions of use pre-
scribed, recommended, or suggested in
the proposed labeling, FDA will provide
written scientific justification for re-
quiring more than one field study.
Such justification must be provided no
later than 25 calendar days after the
date of the conference at which the re-
quirement for more than one field
study is established. If FDA does not
believe more than one field study is re-
quired but the potential applicant vol-
untarily proposes to conduct more
than one field study, FDA will not pro-
vide such written justification. If FDA
requires one field study to be con-
ducted at multiple locations, FDA will
provide justification for requiring mul-
tiple locations verbally during the pre-
submission conference and in writing
as part of the memorandum of con-
ference.

(8) Modification of presubmission con-
ference agreements. An agreement made
under a presubmission conference re-
quested under section 512(b)(3) of the
act and documented in a memorandum
of conference is binding on the poten-
tial applicant and FDA and may only
be modified if:

(1) FDA and the potential applicant
mutually agree to modify, in part or in
whole, the agreement and such modi-
fication is documented and provided to
the potential applicant as described in
paragraph (f)(1) of this section; or
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(2) FDA by written order determines
that a substantiated scientific require-
ment essential to the determination of
safety or effectiveness of the new ani-
mal drug appeared after the con-
ference.

(h) When the terms of a presubmission
conference agreement are not valid. (1) A
presubmission conference agreement
will no longer be valid if:

(i) The potential applicant makes to
FDA, before, during, or after the pre-
submission conference, any untrue
statement of material fact; or

(ii) The potential applicant fails to
follow any material term of the agree-
ment; and

(2) A presubmission conference may
no longer be valid if the potential ap-
plicant submits false or misleading
data relating to a new animal drug to
FDA.

(i) Dispute resolution. FDA is com-
mitted to resolving differences between
a potential applicant and FDA review-
ing divisions with respect to require-
ments for the investigation of new ani-
mal drugs and for NADAs, supple-
mental NADAs, and ANADAS as quick-
ly and amicably as possible through a
cooperative exchange of information
and views. When administrative or pro-
cedural disputes arise, a potential ap-
plicant should first attempt to resolve
the matter within the appropriate re-
view division beginning with the indi-
vidual(s) most directly assigned to the
review of the application or investiga-
tional exemption. If the dispute cannot
be resolved after such attempts, the
dispute shall be evaluated and adminis-
tered in accordance with applicable
regulations (21 CFR 10.75). Dispute res-
olution procedures may be further ex-
plained by guidance available from the
Center for Veterinary Medicine.

[69 FR 51170, Aug. 18, 2004]

§514.6 Amended applications.

The applicant may submit an amend-
ment to an application that is pending,
including changes that may alter the
conditions of use, the labeling, safety,
effectiveness, identity, strength, qual-
ity, or purity of the drug or the ade-
quacy of the manufacturing methods,
facilities, and controls to preserve
them, in which case the unamended ap-
plication may be considered as with-
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drawn and the amended application
may be considered resubmitted on the
date on which the amendment is re-
ceived by the Food and Drug Adminis-
tration. The applicant will be notified
of such date.

§514.7 Withdrawal of
without prejudice.

applications

The sponsor may withdraw his pend-
ing application from consideration as a
new animal drug application upon writ-
ten notification to the Food and Drug
Administration. Such withdrawal may
be made without prejudice to a future
filing. Upon resubmission, the time
limitation will begin to run from the
date the resubmission is received by
the Food and Drug Administration.
The original application will be re-
tained by the Food and Drug Adminis-
tration although it is considered with-
drawn. The applicant shall be furnished
a copy at cost on request.

§514.8 Supplements and other changes
to an approved application.

(a) Definitions. (1) The definitions and
interpretations contained in section 201
of the Federal Food, Drug, and Cos-
metic Act (the act) apply to those
terms when used in this part.

(2) The following definitions of terms
apply to this part:

(i) Assess the effects of the change
means to evaluate the effects of a man-
ufacturing change on the identity,
strength, quality, purity, and potency
of a drug as these factors may relate to
the safety or effectiveness of the drug.

(ii) Drug substance means an active
ingredient as defined under §210.3(b)(7)
of this chapter.

(iii) Minor changes and stability report
(MCSR) means an annual report that is
submitted to the application once each
year within 60 days before or after the
anniversary date of the application’s
original approval or on a mutually
agreed upon date. The report must in-
clude minor manufacturing and control
changes made according to §514.8(b)(4)
or state that no changes were made;
and stability data generated on com-
mercial or production batches accord-
ing to an approved stability protocol or
commitment.
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(iv) Specification means the quality
standard (i.e., tests, analytical proce-
dures, and acceptance criteria) pro-
vided in an approved application to
confirm the quality of drugs including,
for example, drug substances, Type A
medicated articles, drug products,
intermediates, raw materials, reagents,
components, in-process materials, con-
tainer closure systems, and other ma-
terials used in the production of a
drug. For the purpose of this defini-
tion, the term ‘‘acceptance criteria”
means numerical limits, ranges, or
other criteria for the tests described.

(b) Manufacturing changes to an ap-
proved application—(1) General provi-
sions. (i) The applicant must notify
FDA about each change in each condi-
tion established in an approved appli-
cation beyond the variations already
provided for in the application. The no-
tice is required to describe the change
fully. Depending on the type of change,
the applicant must notify FDA about it
in a supplement under paragraph (b)(2)
or (b)(3) of this section or by inclusion
of the information in the annual report
to the application under paragraph
(b)(4) of this section.

(ii) The holder of an approved appli-
cation under section 512 of the act
must assess the effects of the change
before distributing a drug made with a
manufacturing change.

(iii) Notwithstanding the require-
ments of paragraphs (b)(2) and (b)(3) of
this section, an applicant must make a
change provided for in those para-
graphs in accordance with a regulation
or guidance that provides for a less
burdensome notification of the change
(for example, by submission of a sup-
plement that does not require approval
prior to distribution of the drug, or by
notification in the next annual report
described in paragraph (b)(4) of this
section).

(iv) In each supplement and amend-
ment to a supplement providing for a
change under paragraph (b)(2) or (b)(3)
of this section, the applicant must in-
clude a statement certifying that a
field copy has been provided to the ap-
propriate FDA district office. No field
copy is required for a supplement pro-
viding for a change made to a drug
manufactured outside of the United
States.
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(v) A supplement or annual report de-
scribed in paragraph (b)(4) of this sec-
tion must include a list of all changes
contained in the supplement or annual
report. For supplements, this list must
be provided in the cover letter.

(2) Changes requiring submission and
approval of a supplement prior to dis-
tribution of the drug made using the
change (major changes). (i) A supple-
ment must be submitted for any
change in the drug, production process,
quality controls, equipment, or facili-
ties that has a substantial potential to
have an adverse effect on the identity,
strength, quality, purity, or potency of
the drug as these factors may relate to
the safety or effectiveness of the drug.

(ii) These changes include, but are
not limited to:

(A) Except those described in para-
graphs (b)(3) and (b)(4) of this section,
changes in the qualitative or quan-
titative formulation of the drug, in-
cluding inactive ingredients, or in the
specifications provided in the approved
application;

(B) Changes requiring completion of
appropriate clinical studies to dem-
onstrate the equivalence of the drug to
the drug as manufactured without the
change;

(C) Changes that may affect drug
substance or drug product sterility as-
surance, such as changes in drug sub-
stance, drug product or component
sterilization method(s) or an addition,
deletion, or substitution of steps in an
aseptic processing operation;

(D) Changes in the synthesis or man-
ufacture of the drug substance that
may affect the impurity profile and/or
the physical, chemical, or biological
properties of the drug substance;

(E) Changes in a drug product con-
tainer closure system that controls the
drug delivered to the animal or
changes in the type or composition of a
packaging component that may affect
the impurity profile of the drug prod-
uct;

(F) Changes solely affecting a natural
product, a recombinant DNA-derived
protein/polypeptide, or a complex or
conjugate of a drug substance with a
monoclonal antibody for the following:

(I) Changes in the virus or adven-
titious agent removal or inactivation
method(s),
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(2) Changes in the source material or
cell line, and

(3) Establishment of a new master
cell bank or seed;

(G) Changes to a drug under an appli-
cation that is subject to a validity as-
sessment because of significant ques-
tions regarding the integrity of the
data supporting that application.

(iii) The applicant must obtain ap-
proval of a supplement from FDA prior
to distribution of a drug made using a
change under paragraph (b)(2) of this
section. The supplement must be la-
beled ‘‘Prior Approval Supplement.”
Except for submissions under para-
graph (b)(2)(v) of this section, the fol-
lowing information must be contained
in the supplement:

(A) A completed Form FDA 356V;

(B) A detailed description of the pro-
posed change;

(C) The drug(s) involved;

(D) The manufacturing site(s) or
area(s) affected;

(E) A description of the methods used
and studies performed to assess the ef-
fects of the change;

(F) The data derived from such stud-
ies;

(G) Appropriate documentation (for
example, updated master batch
records, specification sheets) including
previously approved documentation
(with the changes highlighted) or ref-
erences to previously approved docu-
mentation;

(H) For a natural product, a recom-
binant DNA-derived protein/
polypeptide, or a complex or conjugate
of a drug substance with a monoclonal
antibody, relevant validation protocols
and standard operating procedures
must be provided in addition to the re-
quirements in paragraphs (b)(2)(iii)(E)
and (b)(2)(iii)(F) of this section;

(I) For sterilization process and test
methodologies related to sterilization
process validation, relevant validation
protocols and a list of relevant stand-
ard operating procedures must be pro-
vided in addition to the requirements
in paragraphs (b)(2)({ii)(E) and
(b)(2)(iii)(F) of this section; and

(J) Any other information as directed
by FDA.

(iv) An applicant may ask FDA to ex-
pedite its review of a supplement for
public health reasons or if a delay in

§514.8

making the change described in it
would impose an extraordinary hard-
ship on the applicant. Such a supple-
ment and its mailing cover must be
plainly marked: ‘“‘Prior Approval Sup-
plement-Expedited Review Requested.”

(v) Comparability Protocols. An appli-
cant may submit one or more protocols
describing the specific tests and studies
and acceptance criteria to be achieved
to demonstrate the lack of adverse ef-
fect for specified types of manufac-
turing changes on the identity,
strength, quality, purity, and potency
of the drug as these factors may relate
to the safety or effectiveness of the
drug. Any such protocols, if not in-
cluded in the approved application, or
changes to an approved protocol, must
be submitted as a supplement requiring
approval from FDA prior to distribu-
tion of the drug produced with the
manufacturing change. The supple-
ment, if approved, may subsequently
justify a reduced reporting category for
the particular change because the use
of the protocol for that type of change
reduces the potential risk of an adverse
effect. A comparability protocol sup-
plement must be labeled ‘‘Prior Ap-
proval Supplement—Comparability
Protocol.”

(3) Changes requiring submission of a
supplement at least 30 days prior to dis-
tribution of the drug made using the
change (moderate changes). (i) A supple-
ment must be submitted for any
change in the drug, production process,
quality controls, equipment, or facili-
ties that has a moderate potential to
have an adverse effect on the identity,
strength, quality, purity, or potency of
the drug as these factors may relate to
the safety or effectiveness of the drug.

(ii) These changes include, but are
not limited to:

(A) A change in the container closure
system that does not affect the quality
of the drug except as otherwise de-
scribed in paragraphs (b)(2) and (b)(4) of
this section;

(B) Changes solely affecting a natural
protein, a recombinant DNA-derived
protein/polypeptide or a complex or
conjugate of a drug substance with a
monoclonal antibody, including:

(I) An increase or decrease in produc-
tion scale during finishing steps that
involves different equipment, and
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(2) Replacement of equipment with
that of a different design that does not
affect the process methodology or proc-
ess operating parameters.

(C) Relaxation of an acceptance cri-
terion or deletion of a test to comply
with an official compendium that is
consistent with FDA statutory and reg-
ulatory requirements.

(iii) A supplement submitted under
paragraph (b)(3)(i) or (b)(3)(vi) of this
section is required to give a full expla-
nation of the basis for the change and
identify the date on which the change
is made. The supplement submitted
under paragraph (b)(3)(i) must be la-
beled ‘‘Supplement-Changes Being Ef-
fected in 30 Days.”’

(iv) Pending approval of the supple-
ment by FDA and except as provided in
paragraph (b)(3)(vi) of this section, dis-
tribution of the drug made using the
change may begin not less than 30 days
after receipt of the supplement by
FDA. The information listed in para-
graphs (b)(2)({ii)(A) through
(b)(2)(iii)(J) of this section must be
contained in the supplement.

(v) The applicant must not distribute
the drug made using the change if
within 30 days following FDA’s receipt
of the supplement, FDA informs the
applicant that either:

(A) The change requires approval
prior to distribution of the drug in ac-
cordance with paragraph (b)(2) of this
section; or

(B) Any of the information required
under paragraph (b)(3)(iv) of this sec-
tion is missing. In this case, the appli-
cant must not distribute the drug made
using the change until the supplement
has been amended to provide the miss-
ing information.

(vi) The agency may designate a cat-
egory of changes for the purpose of pro-
viding that, in the case of a change in
such category, the holder of an ap-
proved application may commence dis-
tribution of the drug involved upon re-
ceipt by the agency of a supplement for
the change. The information listed in
paragraphs (b)(2)(ii)(A) through
(b)(2)(iii)(J) of this section must be
contained in the supplement. The sup-
plement must be labeled ‘‘Supplement-
Changes Being  Effected.” These
changes include, but are not limited to:
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(A) Addition to a specification or
changes in the methods or controls to
provide increased assurance that the
drug will have the characteristics of
identity, strength, quality, purity, or
potency that it purports or is rep-
resented to possess; and

(B) A change in the size and/or shape
of a container for a nonsterile drug
product, except for solid dosage forms,
without a change in the labeled
amount of drug product or from one
container closure system to another.

(vii) If the agency disapproves the
supplemental application, it may order
the manufacturer to cease distribution
of the drug(s) made with the manufac-
turing change.

(4) Changes and updated stability data
to be described and submitted in an an-
nual report (minor changes). (i) Changes
in the drug, production process, quality
controls, equipment, or facilities that
have a minimal potential to have an
adverse effect on the identity,
strength, quality, purity, or potency of
the drug as these factors may relate to
the safety or effectiveness of the drug
must be documented by the applicant
in an annual report to the application
as described under paragraph (a)(2)(iii)
of this section. The report must be la-
beled ‘“‘Minor Changes and Stability
Report.”

(ii) These changes include but are not
limited to:

(A) Any change made to comply with
a change to an official compendium,
except a change in paragraph
(b)(3)(11)(C) of this section, that is con-
sistent with FDA statutory and regu-
latory requirements;

(B) The deletion or reduction of an
ingredient intended to affect only the
color of the drug product;

(C) Replacement of equipment with
that of the same design and operating
principles except for those equipment
changes described in paragraph
(b)(3)(11)(B)(2) of this section;

(D) A change in the size and/or shape
of a container containing the same
number of dosage units for a nonsterile
solid dosage form drug product, with-
out a change from one container clo-
sure system to another;

(E) A change within the container
closure system for a nonsterile drug
product, based upon a showing of
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equivalency to the approved system
under a protocol approved in the appli-
cation or published in an official com-
pendium;

(F) An extension of an expiration
dating period based upon full shelf-life
data on production batches obtained
from a protocol approved in the appli-
cation;

(G) The addition or revision of an al-
ternative analytical procedure that
provides the same or increased assur-
ance of the identity, strength, quality,
purity, or potency of the drug being
tested as the analytical procedure de-
scribed in the approved application, or
deletion of an alternative analytical
procedure; and

(H) The addition by embossing, de-
bossing, or engraving of a code imprint
to a solid oral dosage form drug prod-
uct other than a modified release dos-
age form, or a minor change in an ex-
isting code imprint.

(iii) For changes under this category,
the applicant is required to submit in
the annual report:

(A) A completed Form FDA 356V;

(B) A statement by the holder of the
approved application that the effects of
the change have been assessed;

(C) A detailed description of the
change(s);

(D) The manufacturing site(s) or
area(s) involved;

(E) The date each change was imple-
mented;

(F) Data from studies and tests per-
formed to assess the effects of the
change;

(G) For a natural product, recom-
binant DNA-derived protein/
polypeptide, complex or conjugate of a
drug substance with a monoclonal anti-
body, sterilization process or test
methodology related to sterilization
process validation, relevant validation
protocols and/or standard operating
procedures;

(H) Appropriate documentation (for
example, updated master batch
records, specification sheets, etc.) in-
cluding previously approved docu-
mentation (with the changes high-
lighted) or references to previously ap-
proved documentation;

(I) Updated stability data generated
on commercial or production batches
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according to an approved stability pro-
tocol or commitment; and

(J) Any other information as directed
by FDA.

(c) Labeling and other changes to an
approved application—(1) General provi-
sions. The applicant must notify FDA
about each change in each condition
established in an approved application
beyond the variations already provided
for in the application. The notice is re-
quired to describe the change fully.

(2) Labeling changes requiring the sub-
mission and approval of a supplement
prior to distribution of the drug made
using the change (major changes). (i) Ad-
dition of intended uses and changes to
package labeling require a supplement.
These changes include, but are not lim-
ited to:

(A) Revision in labeling, such as up-
dating information pertaining to ef-
fects, dosages, adverse reactions, con-
traindications, which includes informa-
tion headed ‘‘adverse reactions,”
“warnings,” ‘‘precautions,” and ‘‘con-
traindications,” except ones described
in (c)(3) of this section;

(B) Addition of an intended use;

(C) If it is a prescription drug, any
mailing or promotional piece used
after the drug is placed on the market
is labeling requiring a supplemental
application, unless:

(I) The parts of the labeling fur-
nishing directions, warnings, and infor-
mation for use of the drug are the same
in language and emphasis as labeling
approved or permitted; and

(2) Any other parts of the labeling
are consistent with and not contrary to
such approved or permitted labeling.

(3) Prescription drug labeling not re-
quiring an approved supplemental ap-
plication is submitted in accordance
with §514.80(b)(5)(ii).

(D) Any other changes in labeling,
except omnes described in paragraph
(c)(3) of this section.

(ii) The applicant must obtain ap-
proval of the supplement from FDA
prior to distribution of the drug. The
supplement must contain the fol-
lowing:

(A) A completed Form FDA 356V;

(B) A detailed description of the pro-
posed change;

(C) The drug(s) involved;
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(D) The data derived from studies in
support of the change; and

(E) Any other information as di-
rected by FDA.

(3) Labeling changes to be placed into
effect prior to receipt of a written notice
of approval of a supplemental application.
(i) Labeling changes of the following
kinds that increase the assurance of
drug safety proposed in supplemental
applications must be placed into effect
immediately:

(A) The addition to package labeling,
promotional labeling, or prescription
drug advertising of additional warning,
contraindication, adverse reaction, and
precaution information;

(B) The deletion from package label-
ing, promotional labeling, or drug ad-
vertising of false, misleading, or unsup-
ported intended uses or claims for ef-
fectiveness; and

(C) Any other changes as directed by
FDA.

(ii) Labeling changes (for example,
design and style) that do not decrease
safety of drug use proposed in supple-
mental applications may be placed into
effect prior to written notice of ap-
proval from FDA of a supplemental ap-
plication.

(iii) A supplement submitted under
paragraph (c¢)(3) of this section must in-
clude the following information:

(A) A full explanation of the basis for
the changes, the date on which such
changes are being effected, and plainly
marked on the mailing cover and on
the supplement, ‘“‘Supplement—Label-
ing Changes Being Effected’’;

(B) Two sets of printed copies of any
revised labeling to be placed in use,
identified with the new animal drug ap-
plication number; and

(C) A statement by the applicant
that all promotional labeling and all
drug advertising will promptly be re-
vised consistent with the changes made
in the labeling on or within the new
animal drug package no later than
upon approval of the supplemental ap-
plication.

(iv) If the supplemental application
is not approved and the drug is being
distributed with the proposed labeling,
FDA may initiate an enforcement ac-
tion because the drug is misbranded
under section 502 of the act and/or
adulterated under section 501 of the
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act. In addition, under section 512(e) of
the act, FDA may, after due notice and
opportunity for a hearing, issue an
order withdrawing approval of the ap-
plication.

(4) Changes providing for additional
distributors to be reported under Records
and reports concerning experience with
approved new animal drugs (§514.80).
Supplemental applications as described
under paragraph (c)(2) of this section
will not be required for an additional
distributor to distribute a drug that is
the subject of an approved new animal
drug application or abbreviated new
animal drug application if the condi-
tions described under §514.80(b)(5)(iii)
are met.

(d) Patent information. The applicant
must comply with the patent informa-
tion requirements under section
512(c)(3) of the act.

(e) Claimed exclusivity. If an applicant
claims exclusivity under section
512(¢c)(2)(F') of the act upon approval of
a supplemental application for a
change in its previously approved drug,
the applicant must include such a
statement.

(f) Good laboratory practice for nonclin-
ical laboratory studies. A supplemental
application that contains nonclinical
laboratory studies must include, with
respect to each nonclinical study, ei-
ther a statement that the study was
conducted in compliance with the re-
quirements set forth in part 58 of this
chapter, or, if the study was not con-
ducted in compliance with such regula-
tions, a brief statement of the reason
for the noncompliance.

[71 FR 74782, Dec. 13, 2006]

§514.11 Confidentiality of data and in-
formation in a new animal drug ap-
plication file.

(a) For purposes of this section the
NADA file includes all data and infor-
mation submitted with or incorporated
by reference in the NADA, INAD’s in-
corporated into the NADA, supple-
mental NADA’s, reports under §§514.80
and 510.301 of this chapter, master files,
and other related submissions. The
availability for public disclosure of any
record in the NADA file shall be han-
dled in accordance with the provisions
of this section.

108



Food and Drug Administration, HHS

(b) The existence of an NADA file
will not be disclosed by the Food and
Drug Administration before the appli-
cation has been approved, unless it has
been previously disclosed or acknowl-
edged.

(c) If the existence of an NADA file
has not been publicly disclosed or ac-
knowledged, no data or information in
the NADA file is available for public
disclosure.

(d) If the existence of an NADA file
has been publicly disclosed or acknowl-
edged before the application has been
approved, no data or information con-
tained in the file is available for public
disclosure, but the Commissioner may,
in his discretion, disclose a summary of
such selected portions of the safety and
effectiveness data as are appropriate
for public consideration of a specific
pending issue, i.e., at an open session of
a Food and Drug Administration advi-
sory committee or pursuant to an ex-
change of important regulatory infor-
mation with a foreign government.

(e) After an application has been ap-
proved, the following data and informa-
tion in the NADA file are immediately
available for public disclosure unless
extraordinary circumstances are
shown:

(1) All safety and effectiveness data
and information previously disclosed to
the public, as defined in §20.81 of this
chapter.

(2) A summary or summaries of the
safety and effectiveness data and infor-
mation submitted with or incorporated
by reference in the NADA file. Such
summaries do not constitute the full
reports of investigations under section
512(b)(1) of the act (21 U.S.C. 360b(b)(1))
on which the safety or effectiveness of
the drug may be approved. Such sum-
maries shall consist of the following:

(i) For an NADA approved prior to
July 1, 1975, internal agency records
that describe such data and informa-
tion, e.g., a summary of basis for ap-
proval or internal reviews of the data
and information, after deletion of:

(a) Names and any information that
would identify the investigators.

(b) Any inappropriate gratuitous
comments unnecessary to an objective
analysis of the data and information.

(ii) For an NADA approved after July
1, 1975, a summary of such data and in-
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formation prepared in one of the fol-
lowing two alternative ways shall be
publicly released when the application
is approved.

(a) The Center for Veterinary Medi-
cine may at an appropriate time prior
to approval of the NADA require the
applicant to prepare a summary of
such data and information, which will
be reviewed and, where appropriate, re-
vised by the Center.

(b) The Center for Veterinary Medi-
cine may prepare its own summary of
such data and information.

(3) A protocol for a test or study, un-
less it is shown to fall within the ex-
emption established for trade secrets
and confidential commercial informa-
tion in §20.61 of this chapter.

(4) Adverse reaction reports, product
experience reports, consumer com-
plaints, and other similar data and in-
formation, after deletion of:

(i) Names and any information that
would identify the person using the
product.

(ii) Names and any information that
would identify any third party involved
with the report, such as a physician,
hospital, or other institution.

(5) A list of all active ingredients and
any inactive ingredients previously
disclosed to the public as defined in
§20.81 of this chapter.

(6) An assay method or other analyt-
ical method, unless it serves no regu-
latory or compliance purpose and is
shown to fall within the exemption es-
tablished in §20.61 of this chapter.

(7) All correspondence and written
summaries of oral discussions relating
to the NADA, in accordance with the
provisions of part 20 of this chapter.

(f) All safety and effectiveness data
and information not previously dis-
closed to the public are available for
public disclosure at the time any one of
the following events occurs unless ex-
traordinary circumstances are known:

(1) The NADA has been abandoned
and no further work is being under-
taken with respect to it.

(2) A final determination is made
that the NADA is not approvable, and
all legal appeals have been exhausted.

(3) Approval of the NADA is with-
drawn, and all legal appeals have been
exhausted.
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(4) A final determination has been
made that the animal drug is not a new
animal drug.

(5) A final determination has been
made that the animal drug may be
marketed without submission of such
safety and/or effectiveness data and in-
formation.

(g) The following data and informa-
tion in an NADA file are not available
for public disclosure unless they have
been previously disclosed to the public
as defined in §20.81 of this chapter or
they relate to a product or ingredient
that has been abandoned and they no
longer represent a trade secret or con-
fidential commercial or financial infor-
mation as defined in §20.61 of this chap-
ter:

(1) Manufacturing methods or proc-
esses, including quality control proce-
dures.

(2) Production, sales, distribution,
and similar data and information, ex-
cept that any compilation of such data
and information aggregated and pre-
pared in a way that does not reveal
data or information which is not avail-
able for public disclosure under this
provision is available for public disclo-
sure.

(3) Quantitative or semiquantitative
formulas.

(h) For purposes of this regulation,
safety and effectiveness data include
all studies and tests of an animal drug
on animals and all studies and tests on
the animal drug for identity, stability,
purity, potency, and bioavailability.

[40 FR 13825, Mar. 27, 1975, as amended at 42
FR 3109, Jan. 14, 1977; 42 FR 15675, Mar. 22,
1977; 54 FR 18280, Apr. 28, 1989; 68 FR 15365,
Mar. 31, 2003; 79 FR 14611, Mar. 17, 2014]

§514.12 Confidentiality of data and in-
formation in an investigational new
animal drug notice.

(a) The existence of an INAD notice
will not be disclosed by the Food and
Drug Administration unless it has pre-
viously been publicly disclosed or ac-
knowledged.

(b) The availability for public disclo-
sure of all data and information in an
INAD file shall be handled in accord-
ance with provisions established in
§514.11.
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§514.15 Untrue statements in applica-
tions.

Among the reasons why an applica-
tion for a new animal drug or animal
feed bearing or containing a new ani-
mal drug may contain an untrue state-
ment of a material fact are:

(a) Differences in:

(1) Conditions of use prescribed, rec-
ommended, or suggested by the appli-
cant for the product from the condi-
tions of such use stated in the applica-
tion;

(2) Articles used as components of
the product from those listed in the ap-
plication;

(3) Composition of the product from
that stated in the application;

(4) Methods used in or the facilities
and controls used for the manufacture,
processing, or packing of the product
from such methods, facilities, and con-
trols described in the application;

(5) Liabeling from the specimens con-
tained in the application; or

(b) The unexplained omission in
whole or in part from an application or
from an amendment or supplement to
an application or from any record or
report required under the provisions of
section 512 of the act and §514.80 or
§510.301 of this chapter of any informa-
tion obtained from:

(1) Investigations as to the safety, ef-
fectiveness, identity, strength, quality,
or purity of the drug, made by the ap-
plicant on the drug, or

(2) Investigations or experience with
the product that is the subject of the
application, or any related product,
available to the applicant from any
source if such information is pertinent
to an evaluation of the safety, effec-
tiveness, identity, strength, quality, or
purity of the drug, when such omission
would bias an evaluation of the safety
or effectiveness of the product.

(c) Any nonclinical laboratory study
contained in the application was not
conducted in compliance with the good
laboratory practice regulations as set
forth in part 58 of this chapter, and the
application fails to include a brief
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statement of the reason for the non-
compliance.
[40 FR 13825, Mar. 27, 1975, as amended at 49

FR 7226, Feb. 28, 1984; 50 FR 7517, Feb. 22,
1985; 68 FR 15365, Mar. 31, 2003]

§514.80

Subpart B—Administrative Actions

on Applications

§514.80 Records and reports concerning experience with approved new animal

drugs.

The following table outlines the purpose for each paragraph of this section:

Purpose

21 CFR Paragraph and Title

What information must be reported concerning approved NADAs or
ANADAs?

514.80(a) Applicability.

What authority does FDA have for requesting records and reports? 514.80(a)(1).

Who is required to establish, maintain, and report required information re-
lating to experiences with a new animal drug?

Is information from foreign sources required?

What records must be established and maintained and what reports filed | 514.80(a)(2).
with FDA?

What is FDA’s purpose for requiring reports? 514.80(a)(3).

Do applicants of Type A medicated articles have to establish, maintain, 514.80(a)(4).
and report information required under §514.80?

How do the requirements under §514.80 relate to current good manufac- | 514.80(a)(5).

turing practices?

514.80(b) Reporting requirements.

What are the requirements for reporting product/manufacturing defects?

514.80(b)(1) Three-day NADA/ANADA field alert re-
port.

514.80(b)(2) Fifteen-day NADA/ANADA alert report.

What are the requirements for reporting serious and unexpected adverse
drug experiences?

514.80(b)(2)(i) Initial report.

What are the requirements for followup reporting of serious and unex-
pected adverse drug experiences?

514.80(b)(2)(ii) Followup report.

What are the requirements for nonapplicants for reporting adverse drug
experiences?

514.80(b)(3) Nonapplicant report.

What are the general requirements for submission of periodic drug experi-
ence reports, e.g., method of submission, submission date and fre-
quency, when is it to be submitted, how many copies?

How do | petition to change the date of submission or frequency of sub-
missions?

514.80(b)(4) Periodic drug experience report.

What must be submitted in the periodic drug experience reports?

514.80(b)(4)(i) through (b)(4)(iv).

What distribution data must be submitted?
How should the distribution data be submitted?

514.80(b)(4)(i) Distribution data.

What labeling materials should be submitted?
How do | report changes to the labeling materials since the last report?

514.80(b)(4)(ii) Labeling.

514.80(b)(4)(iii) Nonclinical laboratory studies and
clinical data not previously reported.

What are the requirements for submission of nonclinical laboratory stud-
ies?

514.80(b)(4)(iii) (A).

What are the requirements for submission of clinical laboratory data?

514.80(b)(4)(iii)(B).

When must results of clinical trials conducted by or for the applicant be re-
ported?

514.80(b)(4)(iii)(C).
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Purpose

21 CFR Paragraph and Title

514.80(b)(4)(iv) Adverse drug experiences.

How do | report product/manufacturing defects and adverse drug experi- 514.80(b)(4)(iv)(A).
ences not previously reported to FDA?

What are the requirements for submitting adverse drug experiences cited | 514.80(b)(4)(iv)(B).
in literature?

What are the requirements for submitting adverse drug experiences in 514.80(b)(4)(iv)(C).

postapproval studies and clinical trials?

What are the requirements for reporting increases in the frequency of seri-
ous, expected, and unexpected adverse drug experiences?

514.80(b)(4)(v) Summary report of increased fre-
quency of adverse drug experience.

514.80(b)(5) Other reporting.

Can FDA request that an applicant submit information at different times
than stated specifically in this regulation?

514.80(b)(5)(i) Special drug experience report.

What are the requirements for submission of advertisement and pro-
motional labeling to FDA?

514.80(b)(5)(ii) Advertisements and promotional la-
beling.

What are the requirements for adding a new distributor to the approved
application?

514.80(b)(5)(iii) Distributor’s statement.

What labels and how many labels need to be submitted for review?

514.80(b)(5)(iii)(A).

What changes are required and allowed to distributor labeling?

514.80(b)(5)(iii)(A)(7).

What are the requirements for making other changes to the distributor la-
beling?

514.80(b)(5)(iii)(A)(2).

What information should be included in each new distributor’s signed
statement?

514.80(b)(5)(iii)(B)(1) through (b)(5)(iii)(B)(5).

What are the conditions for submitting information that is common to more
than one application? (i.e., can | submit common information to one ap-
plication?)

514.80(c) Multiple applications.

What information has to be submitted to the common application and re-
lated application?

514.80(c)(1) through (c)(4).

What reports must be submitted to FDA electronically?
How can | apply for a waiver from the electronic reporting requirements?
How do | obtain Form FDA 1932 and Form FDA 2301?

514.80(d) Format for Submissions.

How long must | maintain records and reports required by this section?

514.80(e) Records to be maintained.

What are the requirements for allowing access to these records and re-
ports, and copying by authorized FDA officer or employee?

514.80(f) Access to records and reports.

Where do | mail reports that are not required to be submitted electroni-
cally?

514.80(g) Mailing addresses.

What happens if the applicant fails to establish, maintain, or make the re-
quired reports?

What happens if the applicant refuses to allow FDA access to, and/or
copying and/or verify records and reports?

514.80(h) Withdrawal of approval.

Does an adverse drug experience reflect a conclusion that the report or
information constitutes an admission that the drug caused an adverse
effect?

514.80(i) Disclaimer.

(a) Applicability. (1) Each applicant
must establish and maintain indexed
and complete files containing full
records of all information pertinent to
safety or effectiveness of a new animal
drug that has not been previously sub-
mitted as part of the NADA or ANADA.

Such records must include information
from domestic as well as foreign
sources. Each nonapplicant must estab-
lish and maintain indexed and com-
plete files containing full records of all
information pertinent to safety or ef-
fectiveness of a new animal drug that
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is received or otherwise obtained by
the nonapplicant. Such records must
include information from domestic as
well as foreign sources.

(2) Each applicant must submit re-
ports of data, studies, and other infor-
mation concerning experience with
new animal drugs to the Food and Drug
Administration (FDA) for each ap-
proved NADA and ANADA, as required
in this section. A nonapplicant must
submit data, studies, and other infor-
mation concerning experience with
new animal drugs to the appropriate
applicant, as required in this section.
The applicant, in turn, must report the
nonapplicant’s data, studies, and other
information to FDA. Applicants and
nonapplicants must submit data, stud-
ies, and other information described in
this section from domestic, as well as
foreign sources.

(3) FDA reviews the records and re-
ports required in this section to facili-
tate a determination under section
512(e) of the Federal Food, Drug, and
Cosmetic Act (21 U.S.C. 360b(e)) as to
whether there may be grounds for sus-
pending or withdrawing approval of the
NADA or ANADA.

(4) The requirements of this section
also apply to any approved Type A
medicated article. In addition, the re-
quirements contained in §514.80(b)(1),
1)(2), (b)DH(Av), and (b)(4)(v) apply to
any approved Type A medicated article
incorporated in animal feeds.

(5) The records and reports referred
to in this section are in addition to
those required by the current good
manufacturing practice regulations in
parts 211, 225, and 226 of this chapter.

(b) Reporting requirements—(1) Three-
day NADA/ANADA field alert report.
This report provides information per-
taining to product and manufacturing
defects that may result in serious ad-
verse drug events. The applicant (or
nonapplicant through the applicant)
must submit the report to the appro-
priate FDA District Office or local
FDA resident post within 3 working
days of first becoming aware that a de-
fect may exist. The information ini-
tially may be provided by telephone or
other telecommunication means, with
prompt written followup using Form
FDA 1932 ‘‘Veterinary Adverse Drug
Reaction, Lack of Effectiveness, Prod-

§514.80

uct Defect Report.”” The mailing cover
for these reports must be plainly
marked ‘‘3-Day NADA/ANADA Field
Alert Report.” If the applicant elects
to also report directly to the FDA’s
Center for Veterinary Medicine (CVM),
the applicant must submit the report
to CVM in electronic format as de-
scribed in paragraph (d)(1) of this sec-
tion, unless the applicant obtains a
waiver under paragraph (d)(2) of this
section or FDA requests the report in
an alternate format.

(2) Fifteen-day NADA/ANADA alert re-
port—(i) Initial report. This report pro-
vides information on each serious, un-
expected adverse drug event, regardless
of the source of the information. The
applicant (or nonapplicant through the
applicant) must submit the report to
FDA within 15 working days of first re-
ceiving the information. The report
must be submitted to FDA in elec-
tronic format as described in paragraph
(d)(1) of this section, unless the appli-
cant obtains a waiver under paragraph
(d)(2) of this section or FDA requests
the report in an alternate format.

(ii) Followup report. The applicant
must promptly investigate all adverse
drug events that are the subject of 15-
day NADA/ANADA alert reports. If this
investigation reveals significant new
information, a followup report must be
submitted within 15 working days of
receiving such information. A followup
report must be submitted to FDA in
electronic format as described in para-
graph (d)(1) of this section, unless the
applicant obtains a waiver under para-
graph (d)(2) of this section or FDA re-
quests the report in an alternate for-
mat. The followup report must state
the date of the initial report and pro-
vide the additional information. If ad-
ditional information is sought but not
obtained within 3 months of the initial
report, a followup report is required de-
scribing the steps taken and why addi-
tional information was not obtained.

(3) Nonapplicant report. Nonapplicants
must forward reports of adverse drug
experiences to the applicant within 3
working days of first receiving the in-
formation. The applicant must then
submit the report(s) to FDA as re-
quired in this section. The non-
applicant must maintain records of all
nonapplicant reports, including the
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date the nonapplicant received the in-
formation concerning adverse drug ex-
periences, the name and address of the
applicant, and a copy of the adverse
drug experience report including the
date such report was submitted to the
applicant. If the nonapplicant elects to
also report directly to FDA, the non-
applicant must submit the report to
FDA in electronic format as described
in paragraph (d)(1) of this section, un-
less the nonapplicant obtains a waiver
under paragraph (d)(2) of this section
or FDA requests the report in an alter-
nate format.

(4) Periodic drug experience report.
This report must be accompanied by a
completed Form FDA 2301 ‘“Trans-
mittal of Periodic Reports and Pro-
motional Materials for New Animal
Drugs.” It must be submitted every 6
months for the first 2 years following
approval of an NADA or ANADA and
yearly thereafter. Reports required by
this section must contain data and in-
formation for the full reporting period.
The 6-month periodic drug experience
reports must be submitted within 30
days following the end of the 6-month
reporting period. The yearly periodic
drug experience reports must be sub-
mitted within 90 days of the anniver-
sary date of the approval of the NADA
or ANADA. Any previously submitted
information contained in the report
must be identified as such. For yearly
(annual) periodic drug experience re-
ports, the applicant may petition FDA
to change the date of submission or fre-
quency of reporting, and after approval
of such petition, file such reports on
the new filing date or at the new re-
porting frequency. Also, FDA may re-
quire a report at different times or
more frequently. The periodic drug ex-
perience report must contain the fol-
lowing:

(i) Distribution data. (A) Information
about the distribution of each new ani-
mal drug product, including informa-
tion on any distributor-labeled prod-
uct. This information must include the
total number of distributed units of
each size, strength, or potency (e.g.,
100,000 bottles of 100 5-milligram tab-
lets; 50,000 10-milliliter vials of 5-per-
cent solution). This information must
be presented in two categories: Quan-

21 CFR Ch. | (4-1-22 Edition)

tities distributed domestically and
quantities exported.

(B) Applicants submitting annual
sales and distribution reports for anti-
microbial new animal drug products
under §514.87 have the option not to re-
port distribution data under paragraph
(b)(4)(A)(A) of this section for the ap-
proved applications that include these
same products, but only provided each
of the following conditions are met:

(I) Applicants must have submitted
complete periodic drug experience re-
ports under this section for such appli-
cations for at least 2 full years after
the date of their initial approval.

(2) Applicants must ensure that the
beginning of the reporting period for
the annual periodic drug experience re-
ports for such applications is January
1. For applications that currently have
a reporting period that begins on a
date other than January 1, applicants
must request a change in reporting
submission date such that the report-
ing period begins on January 1 and
ends on December 31, as described in
paragraph (b)(4) of this section.

(3) Applicants that change their re-
porting submission date must also sub-
mit a special drug experience report, as
described in paragraph (b)(5)(i) of this
section, that addresses any gaps in dis-
tribution data caused by the change in
date of submission.

(4) Applicants who choose not to re-
port under paragraph (b)(4)(i)(A) of this
section must ensure that full sales and
distribution data for each product ap-
proved under such applications are al-
ternatively reported under §514.87, in-
cluding products that are labeled for
use only in nonfood-producing animals.

(ii) Labeling. Applicant and dis-
tributor current package labeling, in-
cluding package inserts (if any). For
large-size package labeling or large
shipping cartons, a representative copy
must be submitted (e.g., a photocopy of
pertinent areas of large feed bags). A
summary of any changes in labeling
made since the last report (listed by
date of implementation) must be in-
cluded with the labeling or if there
have been no changes, a statement of
such fact must be included with the la-
beling.
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(iii) Nonclinical laboratory studies
and clinical data not previously re-
ported.

(A) Copies of in vitro studies (e.g.,
mutagenicity) and other nonclinical
laboratory studies conducted by or oth-
erwise obtained by the applicant.

(B) Copies of published clinical trials
of the new animal drug (or abstracts of
them) including clinical trials on safe-
ty and effectiveness, clinical trials on
new uses, and reports of clinical experi-
ence pertinent to safety conducted by
or otherwise obtained by the applicant.
Review articles, papers, and abstracts
in which the drug is used as a research
tool, promotional articles, press clip-
pings, and papers that do not contain
tabulations or summaries of original
data are not required to be reported.

(C) Descriptions of completed clinical
trials conducted by or for the applicant
must be submitted no later than 1 year
after completion of research. Sup-
porting information is not to be re-
ported.

(iv) Adverse drug experiences. (A)
Product/manufacturing defects and ad-
verse drug experiences not previously
reported under paragraphs (b)(1) and (2)
of this section must be reported indi-
vidually to FDA in electronic format
as described in paragraph (d)(1) of this
section, unless the applicant obtains a
waiver under paragraph (d)(2) of this
section or FDA requests the report in
an alternate format.

(B) Reports of adverse drug experi-
ences in the literature must be noted
in the periodic drug experience report.
A bibliography of pertinent references
must be included with the report. Upon
FDA’s request, the applicant must pro-
vide a full text copy of these publica-
tions.

(C) Reports of previously not re-
ported adverse drug experiences that
occur in postapproval studies must be
reported individually to FDA in elec-
tronic format as described in paragraph
(d)(1) of this section, unless the appli-
cant obtains a waiver under paragraph
(d)(2) of this section or FDA requests
the report in an alternate format.

(v) Summary report of increased fre-
quency of adverse drug experience. The
applicant must periodically review the
incidence of reports of adverse drug ex-
periences to determine if there has

§514.80

been an increased frequency of serious
(expected and unexpected) adverse drug
events. The applicant must evaluate
the increased frequency of serious (ex-
pected or unexpected) adverse drug
events at least as often as reporting of
periodic drug experience reports. The
applicant must report the increased
frequency of serious (expected and un-
expected) adverse drug events in the
periodic drug experience report. Sum-
maries of reports of increased fre-
quency of adverse drug events must be
submitted in narrative form. The sum-
maries must state the time period on
which the increased frequency is based,
time period comparisons in deter-
mining increased frequency, references
to any reports previously submitted
under paragraphs (b)(1), (2), and (3) and
(b)(@)([v)(A) and (C) of this section, the
method of analysis, and the interpreta-
tion of the results. The summaries
must be submitted in a separate sec-
tion within the periodic drug experi-
ence report.

(5) Other reporting—(i) Special drug ex-
perience report. Upon written request,
FDA may require that the applicant
submit a report required under §514.80
at different times or more frequently
than the timeframes stated in §514.80.

(ii) Advertisements and promotional la-
beling. The applicant must submit at
the time of initial dissemination one
set of specimens of mailing pieces and
other labeling for prescription and
over-the-counter new animal drugs.
For prescription new animal drugs, the
applicant must also submit one set of
specimens of any advertisement at the
time of initial publication or broad-
cast. Mailing pieces and labeling de-
signed to contain product samples
must be complete except that product
samples may be omitted. Each submis-
sion of promotional labeling or adver-
tisements must be accompanied by a
completed Form FDA 2301.

(iii) Distributor’s statement. At the
time of initial distribution of a new
animal drug product by a distributor,
the applicant must submit a special
drug experience report accompanied by
a completed Form FDA 2301 containing
the following:

(A) The distributor’s current product
labeling.
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(I) The distributor’s labeling must be
identical to that in the approved
NADA/ANADA except for a different
and suitable proprietary name (if used)
and the name and address of the dis-
tributor. The name and address of the
distributor must be preceded by an ap-
propriate qualifying phrase as per-
mitted by the regulations such as
“manufactured for’ or ‘distributed
by.”

(2) Other labeling changes must be
the subject of a supplemental NADA or
ANADA as described under §514.8.

(B) A signed statement by the dis-
tributor stating:

(I) The category of the distributor’s
operations (e.g., wholesale or retail),

(2) That the distributor will dis-
tribute the new animal drug only under
the approved labeling,

(3) That the distributor will promote
the product only for use under the con-
ditions stated in the approved labeling,

(4) That the distributor will adhere
to the records and reports require-
ments of this section, and

(5) That the distributor is regularly
and lawfully engaged in the distribu-
tion or dispensing of prescription prod-
ucts if the product is a prescription
new animal drug.

(c) Multiple applications. Whenever an
applicant is required to submit a peri-
odic drug experience report under the
provisions of §514.80(b)(4) with respect
to more than one approved NADA or
ANADA for preparations containing
the same new animal drug so that the
same information is required to be re-
ported for more than one application,
the applicant may elect to submit as a
part of the report for one such applica-
tion (the primary application) all the
information common to such applica-
tions in lieu of reporting separately
and repetitively on each. If the appli-
cant elects to do this, the applicant
must do the following:

(1) State when a report applies to
multiple applications and identify all
related applications for which the re-
port is submitted by NADA or ANADA
number.

(2) Ensure that the primary applica-
tion contains a list of the NADA or
ANADA numbers of all related applica-
tions.
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(3) Submit a completed Form FDA
2301 to the primary application and
each related application with reference
to the primary application by NADA/
ANADA number and submission date
for the complete report of the common
information.

(4) All other information specific to a
particular NADA/ANADA must be in-
cluded in the report for that particular
NADA/ANADA.

(d) Format for submissions—(1) Elec-
tronic submissions. Except as provided in
paragraph (d)(2) of this section, reports
submitted to FDA under paragraphs
)(@2)(1) and (1), (b)(3), and (bL)(D3EV)I(A)
and (C) of this section and reports sub-
mitted to CVM under paragraph (b)(1)
of this section must be submitted in an
electronic format that FDA can proc-
ess, review, and archive. Data provided
in electronic submissions must be in
conformance with the data elements in
Form FDA 1932 and FDA technical doc-
uments describing transmission. As
necessary, FDA will issue updated
technical documents on how to provide
the electronic submission (e.g., method
of transmission and processing, media,
file formats, preparation, and organiza-
tion of files). Unless requested by FDA,
paper copies of reports submitted elec-
tronically should not be submitted to
FDA.

(2) Waivers. An applicant or non-
applicant may request, in writing, a
temporary waiver of the electronic sub-
mission requirements in paragraph
(d)(1) of this section. The initial re-
quest may be by telephone or email to
CVM'’s Division of Veterinary Product
Safety, with prompt written followup
submitted as a letter to the applica-
tion(s). FDA will grant waivers on a
limited basis for good cause shown. If
FDA grants a waiver, the applicant or
nonapplicant must comply with the
conditions for reporting specified by
FDA upon granting the waiver.

(3) Paper forms. If approved by FDA
before use, a computer-generated
equivalent of Form FDA 1932 may be
used for reports submitted to the ap-
propriate FDA District Office or local
FDA resident post under paragraph
(b)(1) of this section and to FDA under
paragraph (d)(2) of this section, and a
computer-generated equivalent of
Form FDA 2301 may be used for reports
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submitted to FDA under paragraph
(b)(4) of this section. Form FDA 1932
may be obtained on the FDA website,
by telephoning CVM’s Division of Vet-
erinary Product Safety, or by submit-
ting a written request to the following
address: Food and Drug Administra-
tion, Center for Veterinary Medicine,
Division of Veterinary Product Safety
(HFV-240), 7500 Standish P1., Rockville,
MD 208556-2764. Form FDA 2301 may be
obtained on the FDA website, by tele-
phoning CVM’s Division of Surveil-
lance (HFV-210), or by submitting a
written request to the following ad-
dress: Food and Drug Administration,
Center for Veterinary Medicine, Divi-
sion of Surveillance (HFV-210), 7500
Standish Pl., Rockville, MD 20855-2764.

(e) Records to be maintained. The ap-
plicants and nonapplicants must main-
tain records and reports of all informa-
tion required by this section for a pe-
riod of 5 years after the date of submis-
sion.

(f) Access to records and reports. The
applicant and nonapplicant must, upon
request from any authorized FDA offi-
cer or employee, at all reasonable
times, permit such officer or employee
to have access to copy and to verify all
such required records and reports.

(g8) Mailing addresses. Three-day alert
reports must be submitted to the ap-
propriate FDA District Office or local
FDA resident post. Addresses for Dis-
trict Offices and resident posts may be
obtained on the FDA website. Other re-
ports not required to be submitted to
FDA in electronic format must be sub-
mitted to the following address: Food
and Drug Administration, Center for
Veterinary Medicine, Document Con-
trol Unit (HFV-199), 7500 Standish P1.,
Rockville, MD 20855-2764.

(h) Withdrawal of approval. If FDA
finds that the applicant has failed to
establish the required records, or has
failed to maintain those records, or
failed to make the required reports, or
has refused access to an authorized
FDA officer or employee to copy or to
verify such records or reports, FDA
may withdraw approval of the applica-
tion to which such records or reports
relate. If FDA determines that with-
drawal of the approval is necessary, the
agency shall give the applicant notice
and opportunity for hearing, as pro-
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vided in §514.200, on the question of
whether to withdraw approval of the
application.

(i) Disclaimer. Any report or informa-
tion submitted under this section and
any release of that report or informa-
tion by FDA will be without prejudice
and does not necessarily reflect a con-
clusion that the report or information
constitutes an admission that the drug
caused or contributed to an adverse
event. A person need not admit, and
may deny, that the report or informa-
tion constitutes an admission that a
drug caused or contributed to an ad-
verse event.

[68 FR 15365, Mar. 31, 2003, as amended at 81
FR 29141, May 11, 2016; 85 FR 45512, July 29,
2020]

§514.87 Annual reports for anti-
microbial animal drug sales and
distribution.

(a) The applicant for each new ani-
mal drug product approved under sec-
tion 512 of the Federal Food, Drug, and
Cosmetic Act, or conditionally ap-
proved under section 571 of the Federal
Food, Drug, and Cosmetic Act, and
containing an antimicrobial active in-
gredient, must submit an annual report
to FDA on the amount of each such
antimicrobial active ingredient in the
drug that is sold or distributed in the
reporting year for use in food-pro-
ducing animal species, including infor-
mation on any distributor-labeled
product.

(b) This report must identify the ap-
proved or conditionally approved appli-
cation and must include the following
information for each new animal drug
product described in paragraph (a) of
this section:

(1) A listing of each antimicrobial ac-
tive ingredient contained in the prod-
uct;

(2) A description of each product sold
or distributed by unit, including the
container size, strength, and dosage
form of such product units;

(3) For each such product, a listing of
the target animal species, indications,
and production classes that are speci-
fied on the approved label;

(4) For each such product, the num-
ber of units sold or distributed in the
United States (i.e., domestic sales) for
each month of the reporting year; and
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(5) For each such product, the num-
ber of units sold or distributed outside
the United States (i.e., quantities ex-
ported) for each month of the reporting
year.

(c) Each report must also provide a
species-specific estimate of the per-
centage of each product described in
paragraph (b)(2) of this section that
was sold or distributed domestically in
the reporting year for use in any of the
following animal species categories,
but only for such species that appear
on the approved label: Cattle, swine,
chickens, turkeys. The total of the spe-
cies-specific percentages reported for
each product must account for 100 per-
cent of its sales and distribution;
therefore, a fifth category of ‘‘other
species/lunknown” must also be re-
ported.

(d) Each report must:

(1) Be submitted not Ilater than
March 31 each year;

(2) Cover the period of the preceding
calendar year; and

(3) Be submitted using Form FDA
3744, ‘“‘Antimicrobial Animal Drug Dis-
tribution Report.”

(e) Sales and distribution data and
information reported under this sec-
tion will be considered to fall within
the exemption for confidential com-
mercial information established in
§20.61 of this chapter and will not be
publicly disclosed, except that sum-
mary reports of such information ag-
gregated in such a way that does not
reveal information that is not avail-
able for public disclosure under this
provision will be prepared by FDA and
made available to the public as pro-
vided in paragraph (f) of this section.

(f) FDA will publish an annual sum-
mary report of the data and informa-
tion it receives under this section for
each calendar year by December 31 of
the following year. Such annual re-
ports must include a summary of sales
and distribution data and information
by antimicrobial drug class and may
include additional summary data and
information as determined by FDA. In
order to protect confidential commer-

cial information, each individual
datum appearing in the summary re-
port must:

(1) Reflect combined product sales
and distribution data and information
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obtained from three or more distinct
sponsors of approved products that
were actively sold or distributed that
reporting year, and

(2) Be reported in a manner con-
sistent with protecting both national
security and confidential commercial
information.

[81 FR 29141, May 11, 2016]

§514.100 Evaluation and comment on
applications.

(a) After the filed application has
been evaluated, the applicant will be
furnished written comment on any ap-
parent deficiencies in the application.

(b) When the description of the meth-
ods used in, and the facilities and con-
trols used for, the manufacture, proc-
essing, and packing of such new animal
drug appears adequate on its face, but
it is not feasible to reach a conclusion
as to the safety and effectiveness of the
new animal drug solely from consider-
ation of this description, the applicant
may be notified that an establishment
inspection is required to verify their
adequacy.

(c) A request for samples of a new
animal drug or any edible tissues and
byproducts of animals treated with
such a drug, shall specify the quantity
deemed adequate to permit tests of an-
alytical methods to determine their
adequacy for regulatory purposes. The
request should be made as early in the
180-day period as possible to assure
timely completion. The date used for
computing the 180-day limit for the
purposes of section 512(c) of the act
shall be moved forward 1 day for each
day after the mailing date of the re-
quest until all of the requested samples
are received. If the samples are not re-
ceived within 90 days after the request,
the application will be considered with-
drawn without prejudice.

(d) The information contained in an
application may be insufficient to de-
termine whether a new animal drug is
safe or effective in use if it fails to in-
clude (among other things) a statement
showing whether such drug is to be
limited to prescription sale and exempt
under section 502(f) of the act from the
requirement that its labeling bear ade-
quate directions for lay use. If such
drug is to be exempt, the information
may also be insufficient if:
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(1) The specimen labeling proposed
fails to bear adequate information for
professional use including indications,
effects, dosages, routes, methods, and
frequency and duration of administra-
tion and any relevant hazards, contra-
indications, side effects, and pre-
cautions under which practitioners li-
censed by law to administer such drug
can use the drug for the purposes for
which it is intended, including all pur-
poses for which it is to be advertised,
or represented, in accordance with
§201.105 of this chapter, and informa-
tion concerning hazards, contraindica-
tions, side effects, and precautions rel-
evant with respect to any uses for
which such drug is to be prescribed.

(2) The application fails to show that
the labeling and advertising of such
drug will offer the drug for use only
under those conditions for which it is
offered in the labeling that is part of
the application.

(3) The application fails to show that
all labeling that furnishes or purports
to furnish information for professional
use of such drug will contain, in the
same language and emphasis, the infor-
mation for use including indications,
effects, dosages, routes, methods, and
frequency and duration of administra-
tion and any relevant warnings, haz-
ards, contraindications, side effects,
and precautions, which is contained in
the labeling that is part of the applica-
tion in accordance with §201.105 of this
chapter.

(e) The information contained in an
application will be considered insuffi-
cient to determine whether a new ani-
mal drug is safe and effective for use
when there is a refusal or failure upon
written notice to furnish inspectors au-
thorized by the Food and Drug Admin-
istration an adequate opportunity to
inspect the facilities, controls, and
records pertinent to the application.

(f) On the basis of preliminary con-
sideration of an application or supple-
mental application containing type-
written or other draft labeling in lieu
of final printed labeling, an applicant
may be informed that such application
is approvable when satisfactory final
printed labeling identical in content to
such draft copy is submitted.

(g) When an application has been
found incomplete on the basis of a need

§514.106

for the kind of information described
in §514.6, such application shall be con-
sidered withdrawn without prejudice to
future filing on the date of issuance of
the letter citing the inadequacies con-
tained in the application, unless within
30 days the sponsor chooses to avail
himself of the opportunity for hearing
as prescribed by §514.111.

§514.105 Approval of applications.

(a) The Commissioner shall forward
for publication in the FEDERAL REG-
ISTER a regulation prescribing the con-
ditions under which the new animal
drug may be used, including the name
and address of the applicant; the condi-
tions and indications for use covered
by the application; any tolerance,
withdrawal period, or other use restric-
tions; any tolerance required for the
new animal drug substance or its me-
tabolites in edible products of food-pro-
ducing animals; and, if such new ani-
mal drug is intended for use in animal
feed, appropriate purposes and condi-
tions of use (including special labeling
requirements) applicable to any animal
feed; and such other information the
Commissioner deems necessary to as-
sure safe and effective use.

(b) He shall notify the applicant by
sending him a copy of the proposed
publication as described in paragraph
(a)(1) of this section.

[40 FR 13825, Mar. 27, 1975, as amended at 51
FR 7392, Mar. 3, 1986; 64 FR 63203, Nov. 19,
1999]

§514.106 Approval of supplemental ap-
plications.

(a) Within 180 days after a supple-
ment to an approved application is
filed pursuant to §514.8, the Commis-
sioner shall approve the supplemental
application in accordance with proce-
dures set forth in §514.105(a)(1) and (2)
if he/she determines that the applica-
tion satisfies the requirements of ap-
plicable statutory provisions and regu-
lations.

(b) The Commissioner will assign a
supplemental application to its proper
category to ensure processing of the
application.

(1) Category I. Supplements that ordi-
narily do not require a reevaluation of
any of the safety or effectiveness data
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in the parent application. Category I
supplements include the following:

(i) A corporate change that alters the
identity or address of the sponsor of
the new animal drug application
(NADA).

(ii) The sale, purchase, or construc-
tion of manufacturing facilities.

(iii) The sale or purchase of an
NADA.

(iv) A change in container, container
style, shape, size, or components.

(v) A change in approved labeling
(color, style, format, addition, dele-
tion, or revision of certain statements,
e.g., trade name, storage, expiration
dates, etc).

(vi) A change in promotional mate-
rial for a prescription new animal drug
not exempted by §514.8(¢c)(2)(A)(C)(1)
through (¢)(2)(1)(C)(3).

(vii) Changes in manufacturing proc-
esses that do not alter the method of
manufacture or change the final dosage
form.

(viii) A change in bulk drug ship-
ments.

(ix) A change in an analytical meth-
od or control procedures that do not
alter the approved standards.

(x) A change in an expiration date.

(xi) Addition of an alternate manu-
facturer, repackager, or relabeler of
the drug product.

(xii) Addition of an alternate supplier
of the new drug substance.

(xiii) A change permitted in advance
of approval as described under
§514.8(b)(3).

(2) Category II. Supplements that may
require a reevaluation of certain safety
or effectiveness data in the parent ap-
plication. Category II supplements in-
clude the following:

(i) A change in the active ingredient
concentration or composition of the
final product.

(ii) A change in quality, purity,
strength, and identity specifications of
the active or inactive ingredients.

(iii) A change in dose (amount of
drug administered per dose).

(iv) A change in the treatment regi-
men (schedule of dosing).

(v) Addition of a new therapeutic
claim to the approved uses of the prod-
uct.

(vi) Addition of a new or revised ani-
mal production claim.
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(vii) Addition of a new species.

(viii) A change in the prescription or
over-the-counter status of a drug prod-
uct.

(ix) A change in statements regard-
ing side effects, warnings, precautions,
and contraindications, except the addi-
tion of approved statements to con-
tainer, package, and promotional label-
ing, and prescription drug advertising.

(x) A change in the drug withdrawal
period prior to slaughter or in the milk
discard time.

(xi) A change in the tolerance for
drug residues.

(xii) A change in analytical methods
for drug residues.

(xiii) A revised method of synthesis
or fermentation of the new drug sub-
stance.

(xiv) Updating or changes in the
manufacturing process of the new drug
substance and/or final dosage form
(other than a change in equipment that
does not alter the method of manufac-
ture of a new animal drug, or a change
from one commercial batch size to an-
other without any change in manufac-
turing procedure), or changes in the
methods, facilities, or controls used for
the manufacture, processing, pack-
aging, or holding of the new animal
drug (other than use of an establish-
ment not covered by the approval that
is in effect) that give increased assur-
ance that the drug will have the char-
acteristics of identity, strength, qual-
ity, and purity which it purports or is
represented to possess.

[65 FR 46052, Nov. 1, 1990; 556 FR 49973, Dec. 3,
1990; 56 FR 12422, Mar. 25, 1991, as amended at
71 FR 74785, Dec. 13, 2006]

§514.110 Reasons for refusing to file
applications.

(a) The date of receipt of an applica-
tion for a new animal drug shall be the
date on which the application shall be
deemed to be filed.

(b) An application for a new animal
drug shall not be considered acceptable
for filing for any of the following rea-
sons:

(1) It does not contain complete and
accurate English translations of any
pertinent part in a foreign language.

(2) Fewer than three copies are sub-
mitted.
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(3) It is incomplete on its face in that
it is not properly organized and in-
dexed.

(4) On its face the information con-
cerning required matter is so inad-
equate that the application is clearly
not approvable.

(5) The new animal drug is to be man-
ufactured, prepared, propagated, com-
pounded, or processed in whole or in
part in any State in an establishment
that has not been registered or exempt-
ed from registration under the provi-
sions of section 510 of the act.

(6) The sponsor does not reside or
maintain a place of business within the
United States and the application has
not been countersigned by an attorney,
agent, or other representative of the
applicant, which representative resides
in the United States and has been duly
authorized to act on behalf of the ap-
plicant and to receive communications
on all matters pertaining to the appli-
cation.

(7) The new animal drug is a drug
subject to licensing under the animal
virus, serum, and toxin law of March 4,
1913 (37 Stat. 832; 21 U.S.C. 151 et seq. ).
Such applications will be referred to
the U.S. Department of Agriculture for
action.

(8) It fails to include, with respect to
each nonclinical laboratory study con-
tained in the application, either a
statement that the study was con-
ducted in compliance with the good
laboratory practice regulations set
forth in part 58 of this chapter, or, if
the study was not conducted in compli-
ance with such regulations, a brief
statement of the reasons for the non-
compliance.

(9) [Reserved]

(10) The applicant fails to submit a
complete environmental assessment
under §25.40 of this chapter or fails to
provide sufficient information to estab-
lish that the requested action is sub-
ject to categorical exclusion under
§25.30 or §25.33 of this chapter.

(c) If an application is determined
not to be acceptable for filing, the ap-
plicant shall be notified within 30 days
of receipt of the application and shall
be given the reasons therefore.

(d) If the applicant disputes the find-
ings that his application is not accept-
able for filing, he may make written

§514.111

request that the application be filed
over protest, in which case it will be
filed as of the day originally received.

[40 FR 13825, Mar. 27, 1975, as amended at 50
FR 7517, Feb. 22, 1985; 50 FR 16668, Apr. 26,
1985; 62 FR 40600, July 29, 1997]

§514.111 Refusal to approve an appli-
cation.

(a) The Commissioner shall, within
180 days after the filing of the applica-
tion, inform the applicant in writing of
his intention to issue a notice of oppor-
tunity for a hearing on a proposal to
refuse to approve the application, if the
Commissioner determines upon the
basis of the application, or upon the
basis of other information before him
with respect to a new animal drug,
that:

(1)