
6

21 CFR Ch. I (4–1–98 Edition)§ 500.26

(c) 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 (d) and (e) of this
chapter. For animal feeds bearing or
containing anthelmintic drugs covered
by approved applications, the labeling
revisions required for compliance with
this section may be placed into effect
without the submission of supple-
mental applications as provided for in
§ 514.9 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.

§ 500.26 Timed-release dosage form
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)(5) of the act and subject to regu-
latory action unless such animal drug
is the subject of an approved new ani-
mal drug application 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 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-produc-
ing animals, data submitted must also
demonstrate that, with respect to pos-
sible residues of the drug, food derived
from treated animals is safe for con-
sumption.

[42 FR 8635, Feb. 11, 1977, as amended at 60
FR 38480, July 27, 1995]

§ 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
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
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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 urine 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-
ylene 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 market-
ing of this drug substance until such
application is approved.

(d) New animal drug applications re-
quired by this regulation pursuant to
section 512 of the act shall be submit-
ted to the Food and Drug Administra-
tion. Center for Veterinary Medicine,
Office of New Animal Drug Evaluation
(HFV-100), 7500 Standish Pl., 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]

§ 500.35 Animal feeds contaminated
with Salmonella microorganisms.

(a) Investigations by the Food and
Drug Administration, the Centers for
Disease Control of the U.S. Public
Health Service, the Animal Health Di-
vision of the Agricultural Research
Service, U.S. Department of Agri-
culture, and by various State public
health agencies have revealed that
processed fish meal, poultry meal,
meat meal, tankage, and other animal
byproducts intended for use in animal
feed may be contaminated with Sal-
monella bacteria, an organism patho-
genic to man and animals. Contamina-
tion of these products may occur
through inadequate heat treatment of
the product during its processing or
through recontamination of the heat-
treated product during a time of im-
proper storage or handling subsequent
to processing.

(b) Articles used in food for animals
are included within the definition of
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