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(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 listed in § 514.8(d).

(xiv) Changes not requiring prior ap-
proval which are listed under
§ 514.8(a)(5) when submitted as supple-
mental applications.

(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.

(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.

[55 FR 46052, Nov. 1, 1990; 55 FR 49973, Dec. 3,
1990; 56 FR 12422, Mar. 25, 1991]

§ 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.

(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
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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
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, l975, 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) The reports of investigations re-
quired to be submitted pursuant to sec-
tion 512(b) of the act do not include

adequate tests by all methods reason-
ably applicable to show whether or not
such drug is safe for use under the con-
ditions prescribed, recommended, or
suggested in the proposed labeling
thereof; or

(2) The results of such tests show
that such drug is unsafe for use under
such conditions or do not show that
such drug is safe for use under such
conditions; or

(3) The methods used in and the fa-
cilities and controls used for the manu-
facture, processing, and packing of
such drug are inadequate to preserve
its identity, strength, quality, and pu-
rity; or

(4) Upon the basis of the information
submitted to the Food and Drug Ad-
ministration as part of the application,
or upon the basis of any other informa-
tion before it with respect to such
drug, it has insufficient information to
determine whether such drug is safe for
use under such conditions. In making
this determination the Commissioner
shall consider, among other relevant
factors:

(i) The probable consumption of such
drug and of any substance formed in or
on food because of the use of such drug;

(ii) The cumulative effect on man or
animal of such drug, taking into ac-
count any chemically or pharmacologi-
cally related substances;

(iii) Safety factors which, in the
opinion of experts qualified by sci-
entific training and experience to
evaluate the safety of such drugs, are
appropriate for the use of animal ex-
perimentation data; and

(iv) Whether the conditions of use
prescribed, recommended, or suggested
in the proposed labeling are reasonably
certain to be followed in practice; or

(5) Evaluated on the basis of informa-
tion submitted as part of the applica-
tion and any other information before
the Food and Drug Administration
with respect to such drug, there is lack
of substantial evidence as defined in
§ 514.4.

(6) Failure to include an appropriate
proposed tolerance for residues in edi-
ble products derived from animals or a
withdrawal period or other restrictions
for use of such drug if any tolerance or
withdrawal period or other restrictions
for use are required in order to assure
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