§529.2503

(c) Conditions of use—(1) Amount. 6
grams per day, intrauterine, for 3 con-
secutive days during estrus.

(2) Indications for use. Horses. Intra-
uterine treatment of endometritis
caused by beta-hemolytic streptococci.

(3) Limitations. For intrauterine use
in horses only. Infuse aseptically. Not
for use in horses raised for food produc-
tion. Federal law restricts this drug to
use by or on the order of a licensed vet-
erinarian.

[67 FR 37336, Aug. 18, 1992, as amended at 60
FR 55660, Nov. 2, 1995]

§529.2503 Tricaine methanesulfonate.

(a) Chemical name. Ethyl-m-amino-
benzoate methanesulfonate.

(b) Sponsor. See Nos. 050378 and 051212
in §510.600(c) of this chapter.

(c) Conditions of use. (1) It is used for
the temporary immobilization of fish,
amphibians, and other aquatic cold-
blooded animals (poikilotherms) as an
aid in handling during manual spawn-
ing (fish stripping), weighing, meas-
uring, marking, surgical operations,
transport, photography, and research.

(2) It is used as follows:

(i) For fish the drug is added to ambi-
ent water at a concentration of from 15
to 330 milligrams per liter depending
upon the degree of anesthetization or
sedation desired, the species and size of
the fish, and the temperature and soft-
ness of the water. Preliminary tests of
solutions must be made with small
numbers of fish to determine the de-
sired rates of sedation or anesthesia
and the appropriate exposure times for
the specific lots of fish under pre-
vailing conditions.

(ii) For amphibians and other aquatic
coldblooded animals, the drug is added
to ambient water in concentrations of
from 1:1000 to 1:20,000 depending upon
species and stage of development.

(iii) Do not use within 21 days of har-
vesting fish for food. Use in fish in-
tended for food should be restricted to
Ictaluridae, Salmonidae, Esocidae, and
Percidae, and water temperature
should exceed 10 °C. (50 °F.). In other
fish and in cold-blooded animals, the
drug should be limited to hatchery or
laboratory use.

[40 FR 13881, Mar. 27, 1975, as amended at 49

FR 5748, Feb. 15, 1984; 51 FR 11439, Apr. 3,
1986; 63 FR 7702, Feb. 17, 1998]
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Subpart A—General Provisions

§530.1 Scope.

This part applies to the extralabel
use in an animal of any approved new
animal drug or approved new human
drug by or on the lawful order of a li-
censed veterinarian within the context
of a valid veterinary-client-patient re-
lationship.

§530.2 Purpose.

The purpose of this part is to estab-
lish conditions for extralabel use or in-
tended extralabel use in animals by or
on the lawful order of licensed veteri-
narians of Food and Drug Administra-
tion approved new animal drugs and
approved new human drugs. Such use is
limited to treatment modalities when
the health of an animal is threatened
or suffering or death may result from
failure to treat. This section imple-
ments the Animal Medicinal Drug Use
Clarification Act of 1994 (the AMDUCA)
(Pub. L. 103-396).

§530.3 Definitions.

(a) Extralabel use means actual use or
intended use of a drug in an animal in
a manner that is not in accordance
with the approved labeling. This in-
cludes, but is not limited to, use in spe-
cies not listed in the labeling, use for
indications (disease or other condi-
tions) not listed in the labeling, use at
dosage levels, frequencies, or routes of
administration other than those stated
in the labeling, and deviation from the
labeled withdrawal time based on these
different uses.

(b) FDA means the U.S. Food and
Drug Administration.

(c) The phrase a reasonable probability
that a drug’s use may present a risk to the
public health means that FDA has rea-
son to believe that use of a drug may
be likely to cause a potential adverse
event.

(d) The phrase use of a drug may
present a risk to the public health means
that FDA has information that indi-
cates that use of a drug may cause an
adverse event.

(e) The phrase use of a drug presents a
risk to the public health means that FDA
has evidence that demonstrates that
the use of a drug has caused or likely
will cause an adverse event.

§530.5

(f) A residue means any compound
present in edible tissues that results
from the use of a drug, and includes the
drug, its metabolites, and any other
substance formed in or on food because
of the drug’s use.

(g) A safe level is a conservative esti-
mate of a drug residue level in edible
animal tissue derived from food safety
data or other scientific information.
Concentrations of residues in tissue
below the safe level will not raise
human food safety concerns. A safe
level is not a safe concentration or a
tolerance and does not indicate that an
approval exists for the drug in that
species or category of animal from
which the food is derived.

(h) Veterinarian means a person li-
censed by a State or Territory to prac-
tice veterinary medicine.

(i) A walid veterinarian-client-patient
relationship is one in which:

(1) A veterinarian has assumed the
responsibility for making medical
judgments regarding the health of (an)
animal(s) and the need for medical
treatment, and the client (the owner of
the animal or animals or other care-
taker) has agreed to follow the instruc-
tions of the veterinarian;

(2) There is sufficient knowledge of
the animal(s) by the veterinarian to
initiate at least a general or prelimi-
nary diagnosis of the medical condition
of the animal(s); and

(3) The practicing veterinarian is
readily available for followup in case of
adverse reactions or failure of the regi-
men of therapy. Such a relationship
can exist only when the veterinarian
has recently seen and is personally ac-
quainted with the keeping and care of
the animal(s) by virtue of examination
of the animal(s), and/or by medically
appropriate and timely visits to the
premises where the animal(s) are kept.

§530.4 Advertising and promotion.

Nothing in this part shall be con-
strued as permitting the advertising or
promotion of extralabel uses in ani-
mals of approved new animal drugs or
approved human drugs.

§530.5 Veterinary records.

(a) As a condition of extralabel use
permitted under this part, to permit
FDA to ascertain any extralabel use or
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§530.10

intended extralabel use of drugs that
the agency has determined may
present a risk to the public health, vet-
erinarians shall maintain the following
records of extralabel uses. Such records
shall be legible, documented in an ac-
curate and timely manner, and be read-
ily accessible to permit prompt re-
trieval of information. Such records
shall be adequate to substantiate the
identification of the animals and shall
be maintained either as individual
records or, in food animal practices, on
a group, herd, flock, or per-client basis.
Records shall be adequate to provide
the following information:

(1) The established name of the drug
and its active ingredient, or if formu-
lated from more than one ingredient,
the established name of each ingre-
dient;

(2) The condition treated;

(3) The species of the treated ani-
mal(s);

(4) The dosage administered;

(5) The duration of treatment;

(6) The numbers of animals treated;
and

(7) The specified withdrawal, with-
holding, or discard time(s), if applica-
ble, for meat, milk, eggs, or any food
which might be derived from any food
animals treated.

(b) A veterinarian shall keep all re-
quired records for 2 years or as other-
wise required by Federal or State law,
whichever is greater.

(c) Any person who is in charge, con-
trol, or custody of such records shall,
upon request of a person designated by
FDA, permit such person designated by
FDA to, at all reasonable times, have
access to, permit copying, and verify
such records.

Subpart B—Rules and Provisions
for Extralabel Uses of Drugs in
Animals

§530.10 Provision permitting
extralabel use of animal drugs.

An approved new animal drug or
human drug intended to be used for an
extralabel purpose in an animal is not
unsafe under section 512 of the act and
is exempt from the labeling require-
ments of section 502(f) of the act if such
use is:
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(a) By or on the lawful written or
oral order of a licensed veterinarian
within the context of a valid veteri-
narian-client-patient relationship; and

(b) In compliance with this part.

§530.11 Limitations.

In addition to uses which do not com-
ply with the provision set forth in
§530.10, the following specific
extralabel uses are not permitted and
result in the drug being deemed unsafe
within the meaning of section 512 of
the act:

(a) Extralabel use in an animal of an
approved new animal drug or human
drug by a lay person (except when
under the supervision of a licensed vet-
erinarian);

(b) Extralabel use of an approved new
animal drug or human drug in or on an
animal feed;

(c) Extralabel use resulting in any
residue which may present a risk to
the public health; and

(d) Extralabel use resulting in any
residue above an established safe level,
safe concentration or tolerance.

§530.12 Labeling.

Any human or animal drug pre-
scribed and dispensed for extralabel use
by a veterinarian or dispensed by a
pharmacist on the order of a veteri-
narian shall bear or be accompanied by
labeling information adequate to as-
sure the safe and proper use of the
product. Such information shall in-
clude the following:

(a) The name and address of the pre-
scribing veterinarian. If the drug is dis-
pensed by a pharmacy on the order of a
veterinarian, the labeling shall include
the name of the prescribing veteri-
narian and the name and address of the
dispensing pharmacy, and may include
the address of the prescribing veteri-
narian;

(b) The established name of the drug
or, if formulated from more than one
active ingredient, the established name
of each ingredient;

(c) Any directions for use specified by
the veterinarian, including the class/
species or identification of the animal
or herd, flock, pen, lot, or other group
of animals being treated, in which the
drug is intended to be used; the dosage,
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frequency, and route of administration;
and the duration of therapy;

(d) Any cautionary statements; and

(e) The veterinarian’s specified with-
drawal, withholding, or discard time
for meat, milk, eggs, or any other food
which might be derived from the treat-
ed animal or animals.

§530.13 Extralabel use from
compounding of approved new ani-
mal and approved human drugs.

(a) This part applies to compounding
of a product from approved animal or
human drugs by a veterinarian or a
pharmacist on the order of a veteri-
narian within the practice of veteri-
nary medicine. Nothing in this part
shall be construed as permitting
compounding from bulk drugs.

(b) Extralabel use from compounding
of approved new animal or human
drugs is permitted if:

(1) All relevant portions of this part
have been complied with;

(2) There is no approved new animal
or approved new human drug that,
when used as labeled or in conformity
with criteria established in this part,
will, in the available dosage form and
concentration, appropriately treat the
condition diagnosed. Compounding
from a human drug for use in food-pro-
ducing animals will not be permitted if
an approved animal drug can be used
for the compounding;

(3) The compounding is performed by
a licensed pharmacist or veterinarian
within the scope of a professional prac-
tice;

(4) Adequate procedures and proc-
esses are followed that ensure the safe-
ty and effectiveness of the compounded
product;

(5) The scale of the compounding op-
eration is commensurate with the es-
tablished need for compounded prod-
ucts (e.g., similar to that of com-
parable practices); and

(6) All relevant State laws relating to
the compounding of drugs for use in
animals are followed.

(¢c) Guidance on the subject of
compounding may be found in guidance
documents issued by FDA.

§530.20

Subpart C—Specific Provisions Re-
lating to Extralabel Use of Ani-
mal and Human Drugs in
Food-Producing Animails

§530.20 Conditions for permitted
extralabel animal and human drug
use in food-producing animals.

(a) The following conditions must be
met for a permitted extralabel use in
food-producing animals of approved
new animal and human drugs:

(1) There is no approved new animal
drug that is labeled for such use and
that contains the same active ingre-
dient which is in the required dosage
form and concentration, except where a
veterinarian finds, within the context
of a wvalid veterinarian-client-patient
relationship, that the approved new
animal drug is clinically ineffective for
its intended use.

(2) Prior to prescribing or dispensing
an approved new animal or human drug
for an extralabel use in food animals,
the veterinarian must:

(i) Make a careful diagnosis and eval-
uation of the conditions for which the
drug is to be used;—

(ii) Establish a substantially ex-
tended withdrawal period prior to mar-
keting of milk, meat, eggs, or other ed-
ible products supported by appropriate
scientific information, if applicable;

(iii) Institute procedures to assure
that the identity of the treated animal
or animals is carefully maintained; and

(iv) Take appropriate measures to as-
sure that assigned timeframes for with-
drawal are met and no illegal drug resi-
dues occur in any food-producing ani-
mal subjected to extralabel treatment.

(b) The following additional condi-
tions must be met for a permitted
extralabel use of in food-producing ani-
mals an approved human drug, or of an
animal drug approved only for use in
animals not intended for human con-
sumption:

(1) Such use must be accomplished in
accordance with an appropriate med-
ical rationale; and

(2) If scientific information on the
human food safety aspect of the use of
the drug in food-producing animals is
not available, the veterinarian must
take appropriate measures to assure
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§530.21

that the animal and its food products
will not enter the human food supply.

(c) Extralabel use of an approved
human drug in a food-producing animal
is not permitted under this part if an
animal drug approved for use in food-
producing animals can be used in an
extralabel manner for the particular
use.

§530.21 Prohibitions for
ducing animals.

(a) FDA may prohibit the extralabel
use of an approved new animal or
human drug or class of drugs in food-
producing animals if FDA determines
that:

(1) An acceptable analytical method
needs to be established and such meth-
od has not been established or cannot
be established; or

(2) The extralabel use of the drug or
class of drugs presents a risk to the
public health.

(b) A prohibition may be a general
ban on the extralabel use of the drug or
class of drugs or may be limited to a
specific species, indication, dosage
form, route of administration, or com-
bination of factors.

§530.22 Safe levels and analytical
methods for food-producing ani-
mals.

(a) FDA may establish a safe level for
extralabel use of an approved human
drug or an approved new animal drug
when the agency finds that there is a
reasonable probability that an
extralabel use may present a risk to
the public health. FDA may:

(1) Establish a finite safe level based
on residue and metabolism information
from available sources;

(2) Establish a safe level based on the
lowest level that can be measured by a
practical analytical method; or

(3) Establish a safe level based on
other appropriate scientific, technical,
or regulatory criteria.

(b) FDA may require the develop-
ment of an acceptable analytical meth-
od for the quantification of residues
above any safe level established under
this part. If FDA requires the develop-
ment of such an acceptable analytical
method, the agency will publish notice
of that requirement in the FEDERAL
REGISTER.

food-pro-
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(c) The extralabel use of an animal
drug or human drug that results in res-
idues exceeding a safe level established
under this part is an unsafe use of such
drug.

(d) If the agency establishes a safe
level for a particular species or cat-
egory of animals and a tolerance or
safe concentration is later established
through an approval for that particular
species or category of animals, for that
species or category of animals, the safe
level is superseded by the tolerance or
safe concentration for that species or
category of animals.

§530.23 Procedure for setting and an-
nouncing safe levels.

(a) FDA may issue an order estab-
lishing a safe level for a residue of an
extralabel use of an approved human
drug or an approved animal drug. The
agency will publish in the FEDERAL
REGISTER a notice of the order. The no-
tice will include:

(1) A statement setting forth the
agency’s finding that there is a reason-
able probability that extralabel use in
animals of the human drug or animal
drug may present a risk to the public
health;

(2) A statement of the basis for that
finding; and

(3) A request for public comments.

(b) A current listing of those drugs
for which a safe level for extralabel
drug use in food-producing animals has
been established, the specific safe lev-
els, and the availability, if any, of a
specific analytical method or methods
for drug residue detection will be codi-
fied in §530.40.

§530.24 Procedure for announcing an-
alytical methods for drug residue
quantification.

(a) FDA may issue an order announc-
ing a specific analytical method or
methods for the quantification of
extralabel use drug residues above the
safe levels established under §530.22 for
extralabel use of an approved human
drug or an approved animal drug. The
agency will publish in the FEDERAL
REGISTER a notice of the order, includ-
ing the name of the specific analytical
method or methods and the drug or
drugs for which the method is applica-
ble.
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(b) Copies of analytical methods for
the quantification of extralabel use
drug residues above the safe levels es-
tablished under §530.22 will be available
upon request from the Communications
and Education Branch (HFV-12), Divi-
sion of Program Communication and
Administrative Management, Center
for Veterinary Medicine, 7500 Standish
P1., Rockville, MD 20855. When an ana-
lytical method for the detection of
extralabel use drug residues above the
safe levels established under §530.22 is
developed, and that method is accept-
able to the agency, FDA will incor-
porate that method by reference.

§530.25 Orders prohibiting extralabel
uses for drugs in food-producing
animals.

(a) FDA may issue an order prohib-
iting extralabel use of an approved new
animal or human drug in food-pro-
ducing animals if the agency finds,
after providing an opportunity for pub-
lic comment, that:

(1) An acceptable analytical method
required under §530.22 has not been de-
veloped, submitted, and found to be ac-
ceptable by FDA or that such method
cannot be established; or

(2) The extralabel use in animals pre-
sents a risk to the public health.—

(b) After making a determination
that the analytical method required
under §530.22 has not been developed
and submitted, or that such method
cannot be established, or that an
extralabel use in animals of a par-
ticular human drug or animal drug pre-
sents a risk to the public health, FDA
will publish in the FEDERAL REGISTER,
with a 90-day delayed effective date, an
order of prohibition for an extralabel
use of a drug in food-producing ani-
mals. Such order shall state that an ac-
ceptable analytical method required
under §530.22 has not been developed,
submitted, and found to be acceptable
by FDA; that such method cannot be
established; or that the extralabel use
in animals presents a risk to the public
health; and shall:

(1) Specify the nature and extent of
the order of prohibition and the rea-
sons for the prohibition;

(2) Request public comments; and

(3) Provide a period of not less than
60 days for comments.

§530.30

(¢c) The order of prohibition will be-
come effective 90 days after date of
publication of the order unless FDA
publishes a notice in the FEDERAL REG-
ISTER prior to that date, that revokes
the order of prohibition, modifies it, or
extends the period of public comment.

(d) The agency may publish an order
of prohibition with a shorter comment
period and/or delayed effective date
than specified in paragraph (b) of this
section in exceptional circumstances
(e.g., where there is immediate risk to
the public health), provided that the
order of prohibition states that the
comment period and/or effective date
have been abbreviated because there
are exceptional circumstances, and the
order of prohibition sets forth the
agency’s rationale for taking such ac-
tion.

(e) If FDA publishes a notice in the
FEDERAL REGISTER modifying an order
of prohibition, the agency will specify
in the modified order of prohibition the
nature and extent of the modified pro-
hibition, the reasons for it, and the
agency’s response to any comments on
the original order of prohibition.

(f) A current listing of drugs prohib-
ited for extralabel use in animals will
be codified in §530.41.

(g) After the submission of appro-
priate information (i.e., adequate data,
an acceptable method, approval of a
new animal drug application for the
prohibited extralabel use, or informa-
tion demonstrating that the prohibi-
tion was based on incorrect data), FDA
may, by publication of an appropriate
notice in the FEDERAL REGISTER, re-
move a drug from the list of human
and animal drugs prohibited for
extralabel use in animals, or may mod-
ify a prohibition.

(h) FDA may prohibit extralabel use
of a drug in food-producing animals
without establishing a safe level.

Subpart D—Exiralabel Use of
Human and Animal Drugs in
Animals Not Intended for
Human Consumption

§530.30 Extralabel drug wuse in

nonfood animals.
(a) Because extralabel use of animal
and human drugs in nonfood-producing
animals does not ordinarily pose a
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§530.40

threat to the public health, extralabel
use of animal and human drugs is per-
mitted in nonfood-producing animal
practice except when the public health
is threatened. In addition, the provi-
sions of §530.20(a)(1) will apply to the
use of an approved animal drug.

(b) If FDA determines that an
extralabel drug use in animals not in-
tended for human consumption pre-
sents a risk to the public health, the
agency may publish in the FEDERAL
REGISTER a notice prohibiting such use
following the procedures in §530.25. The
prohibited extralabel drug use will be
codified in §530.41.

Subpart E—Safe Levels for
Extralabel Use of Drugs in Ani-
mals and Drugs Prohibited
From Exiralabel Use in Ani-
mals

§530.40 Safe levels and availability of
analytical methods.

(a) In accordance with §530.22, the
following safe levels for extralabel use
of an approved animal drug or human
drug have been established: [Reserved]

(b) In accordance with §530.22, the
following analytical methods have
been accepted by FDA: [Reserved]
§530.41 Drugs prohibited for

extralabel use in animals.

(a) The following drugs, families of
drugs, and substances are prohibited
for extralabel animal and human drug
uses in food-producing animals.

(1) Chloramphenicol;

(2) Clenbuterol;

(3) Diethylstilbestrol (DES);

(4) Dimetridazole;

(5) Ipronidazole;

(6) Other nitroimidazoles;

(7) Furazolidone.

(8) Nitrofurazone.

(9) Sulfonamide drugs in lactating
dairy cattle (except approved use of
sulfadimethoxine,
sulfabromomethazine,
sulfaethoxypyridazine);

(10) Fluoroquinolones; and

(11) Glycopeptides.

(b) The following drugs, families of
drugs, and substances are prohibited
for extralabel animal and human drug

and
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uses in nonfood-producing animals:
[Reserved]

[62 FR 27947, May 22, 1997, as amended at 67
FR 5471, Feb. 6, 2002]

PART 556—TOLERANCES FOR RESI-
DoUEoS OF NEW ANIMAL DRUGS IN
FOOD

Subpart A—General Provisions

Sec.
566.1 General considerations; tolerances for
residues of new animal drugs in food.

Subpart B—Specific Tolerances for
Residues of New Animal Drugs

556.20

556.30

556.34

556.38

556.40

556.50

556.52

556.60

566.70

5566.90

5566.100
556.110
556.113
556.115
556.120
556.140
556.150
556.160
556.163
556.165
556.167
566.170
556.180
556.185
556.200
556.220
556.225
556.227
556.228
556.230
556.240
556.260
556.270
556.273
556.275
556.277
556.283
556.286
556.290
556.300
556.304
556.308
556.310
556.320
566.330
556.344
556.347

2-Acetylamino-5-nitrothiazole.
Aklomide.
Albendazole.
Amoxicillin.
Ampicillin.
Amprolium.
Apramycin.
Arsenic.
Bacitracin.
Buquinolate.
Carbadox.
Carbomycin.
Ceftiofur.
Cephapirin.
Chlorhexidine.
Chlorobutanol.
Chlortetracycline.
Clopidol.
Clorsulon.
Cloxacillin.
Colistimethate.
Decoquinate.
Dichlorvos.
Diclazuril.
Dihydrostreptomycin.
3,5-Dinitrobenzamide.
Doramectin.
Eprinomectin.
Enrofloxacin.
Erythromycin.
Estradiol and related esters.
Ethopabate.
Ethylenediamine.
Famphur.
Fenbendazole.
Fenprostalene.
Florfenicol.
Flunixin meglumine.
Furazolidone.
Gentamicin sulfate.
Gonadotropin.
Halofuginone hydrobromide.
Haloxon.
Hydrocortisone.
Hygromycin B.
Ivermectin.
Lasalocid.
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