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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
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.
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(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
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 on GPO Access.

§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.
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(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.

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.
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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.

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
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