
517 

Food and Drug Administration, HHS § 570.3 

Zoalene in grams/ 
ton 

Combination in 
grams per ton Indications for use Limitations Sponsor 

(i) 113.5 to 170.3 .... ................................. Growing turkeys: For prevention 
and control of coccidiosis.

Feed continuously as sole ration. 
For turkeys grown for meat pur-
poses only. Do not feed to lay-
ing birds.

054771 

(ii) 113.5 to 170.3 ... Bacitracin 
methylenedisalicy-
late 4 to 50.

Growing turkeys: For prevention 
and control of coccidiosis; and 
for increased rate of weight 
gain and improved feed effi-
ciency.

Feed continuously as sole ration 
until 14 to 16 weeks of age. For 
turkeys grown for meat pur-
poses only. Do not feed to lay-
ing birds.

054771 

(e)(1)–(2) [Reserved] 
(3) Zoalene may also be used in com-

bination with lincomycin as in § 558.325. 

[41 FR 11005, Mar. 15, 1976, as amended at 42 
FR 18618, Apr. 8, 1977; 42 FR 20817, Apr. 22, 
1977; 42 FR 36995, July 19, 1977; 51 FR 7401, 
Mar. 3, 1986; 52 FR 2686, Jan. 26, 1987; 55 FR 
8461, Mar. 8, 1990; 57 FR 8403, Mar. 10, 1992; 57 
FR 8578, Mar. 11, 1992; 61 FR 35957, July 9, 
1996; 63 FR 38750, July 20, 1998; 67 FR 6868, 
Feb. 14, 2002; 71 FR 16223, Mar. 31, 2006; 71 FR 
27958, May 15, 2006; 76 FR 17027, Mar. 28, 2011; 
79 FR 10983, Feb. 27, 2014; 79 FR 13546, Mar. 11, 
2014; 81 FR 17610, Mar. 30, 2016; 81 FR 95025, 
Dec. 27, 2016] 

PART 564 [RESERVED] 

PART 570—FOOD ADDITIVES 

Subpart A—General Provisions 

Sec. 
570.3 Definitions. 
570.6 Opinion letters on food additive sta-

tus. 
570.13 Indirect food additives resulting from 

packaging materials prior sanctioned for 
animal feed and pet food. 

570.14 Indirect food additives resulting from 
packaging materials for animal feed and 
pet food. 

570.15 Adoption of regulation on initiative 
of Commissioner. 

570.17 Exemption for investigational use 
and procedure for obtaining authoriza-
tion to market edible products from ex-
perimental animals. 

570.18 Tolerances for related food additives. 
570.19 Pesticide chemicals in processed 

foods. 

Subpart B—Food Additive Safety 

570.20 General principles for evaluating the 
safety of food additives. 

570.30 Eligibility for classification as gen-
erally recognized as safe (GRAS). 

570.35 Affirmation of generally recognized 
as safe (GRAS) status. 

570.38 Determination of food additive sta-
tus. 

Subparts C–D [Reserved] 

Subpart E—Generally Recognized as Safe 
(GRAS) Notice 

570.203 Definitions. 
570.205 Opportunity to submit a GRAS no-

tice. 
570.210 How to send your GRAS notice to 

FDA. 
570.215 Incorporation into a GRAS notice. 
570.220 General requirements applicable to a 

GRAS notice. 
570.225 Part 1 of a GRAS notice: Signed 

statements and certification. 
570.230 Part 2 of a GRAS notice: Identity, 

method of manufacture, specifications, 
and physical or technical effect. 

570.235 Part 3 of a GRAS notice: Target ani-
mal and human exposures. 

570.240 Part 4 of a GRAS notice: Self-lim-
iting levels of use. 

570.245 Part 5 of a GRAS notice: Experience 
based on common use in food before 1958. 

570.250 Part 6 of a GRAS notice: Narrative. 
570.255 Part 7 of a GRAS notice: List of sup-

porting data and information in your 
GRAS notice. 

570.260 Steps you may take before FDA re-
sponds to your GRAS notice. 

570.265 What FDA will do with a GRAS no-
tice. 

570.275 Public disclosure of a GRAS notice. 
570.280 Submission of a supplement. 

AUTHORITY: 21 U.S.C. 321, 341, 342, 346a, 348, 
371. 

SOURCE: 41 FR 38644, Sept. 10, 1976, unless 
otherwise noted. 

Subpart A—General Provisions 
§ 570.3 Definitions. 

(a) Secretary means the Secretary of 
Health and Human Services. 

(b) Department means the Department 
of Health and Human Services. 

(c) Commissioner means the Commis-
sioner of Food and Drugs. 

(d) As used in this part, the term act 
means the Federal Food, Drug, and 
Cosmetic Act approved June 25, 1936 (52 
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Stat. 1040 et seq., as amended; 21 U.S.C. 
301–392). 

(e) Food additives includes all sub-
stances not exempted by section 201(s) 
of the act, the intended use of which 
results or may reasonably be expected 
to result, directly or indirectly, either 
in their becoming a component of food 
or otherwise affecting the characteris-
tics of food. A material used in the pro-
duction of containers and packages is 
subject to the definition if it may rea-
sonably be expected to become a com-
ponent, or to affect the characteristics, 
directly or indirectly, of food packed in 
the container. Affecting the characteris-
tics of food does not include such phys-
ical effects, as protecting contents of 
packages, preserving shape, and pre-
venting moisture loss. If there is no 
migration of a packaging component 
from the package to the food, it does 
not become a component of the food 
and thus is not a food additive. A sub-
stance that does not become a compo-
nent of food, but that is used, for exam-
ple, in preparing an ingredient of the 
food to give a different flavor, texture, 
or other characteristic in the food, 
may be a food additive. 

(f) Common use in food means a sub-
stantial history of consumption of a 
substance by a significant number of 
animals of the species to which the 
substance is intended to be fed (and, for 
food-producing animals fed with such 
substance, also means a substantial 
history of consumption by humans con-
suming human foods derived from 
those food-producing animals), prior to 
January 1, 1958. 

(g) The word substance in the defini-
tion of the term food additive includes a 
food or feed or a component of a food or 
feed consisting of one or more ingredi-
ents. 

(h) Scientific procedures include the 
application of scientific data (includ-
ing, as appropriate, data from human, 
animal, analytical, or other scientific 
studies), information, and methods, 
whether published or unpublished, as 
well as the application of scientific 
principles, appropriate to establish the 
safety of a substance under the condi-
tions of its intended use. 

(i) Safe or safety means that there is 
a reasonable certainty in the minds of 
competent scientists that the sub-

stance is not harmful under the condi-
tions of its intended use. It is impos-
sible in the present state of scientific 
knowledge to establish with complete 
certainty the absolute harmlessness of 
the use of any substance. Safety may 
be determined by scientific procedures 
or by general recognition of safety. In 
determining safety, the following fac-
tors shall be considered: 

(1) The probable consumption of the 
substance and of any substance formed 
in or on food because of its use; 

(2) The cumulative effect of the sub-
stance in the diet, taking into account 
any chemically or pharmacologically 
related substance or substances in such 
diet; 

(3) Safety factors which, in the opin-
ion of experts qualified by scientific 
training and experience to evaluate the 
safety of food and food ingredients, are 
generally recognized as appropriate. 

(j) The term nonperishable processed 
food means any processed food not sub-
ject to rapid decay or deterioration 
that would render it unfit for consump-
tion. Not included are hermetically 
sealed foods and other processed foods 
requiring refrigeration. 

(k) General recognition of safety shall 
be in accordance with § 570.30. 

(l) Prior sanction means an explicit 
approval granted with respect to use of 
a substance in food prior to September 
6, 1958, by the Food Drug and Adminis-
tration or the United States Depart-
ment of Agriculture pursuant to the 
Federal Food, Drug, and Cosmetic Act, 
the Poultry Products Inspection Act, 
or the Meat Inspection Act. 

(m) Food includes human food, sub-
stances migrating to food from food- 
contact articles, pet food, and animal 
feed. 

(n) Food-producing animal means an 
animal used to produce human food. 

[41 FR 38644, Sept. 10, 1976, as amended at 42 
FR 55206, Oct. 14, 1977; 81 FR 55051, Aug. 17, 
2016] 

§ 570.6 Opinion letters on food addi-
tive status. 

(a) Over the years the Food and Drug 
Administration has given informal 
written opinions to inquirers as to the 
safety of articles intended for use as 
components of, or in contact with, 
food. Prior to the enactment of the 
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Food Additives Amendment of 1958 
(Pub. L. 85–929, Sept. 6, 1958), these 
opinions were given pursuant to sec-
tion 402(a)(1) of the Federal Food, 
Drug, and Cosmetic Act, which reads in 
part: ‘‘A food shall be deemed to be 
adulterated if it bears or contains any 
poisonous or deleterious substance 
which may render it injurious to 
health’’. 

(b) Since enactment of the Food Ad-
ditives Amendment, the Food and Drug 
Administration has advised such in-
quirers that an article: 

(1) Is a food additive within the 
meaning of section 201(s) of the act; or 

(2) Is generally recognized as safe 
(GRAS); or 

(3) Has prior sanction or approval 
under that amendment; or 

(4) Is not a food additive under the 
conditions of intended use. 

(c) In the interest of the public 
health, such articles which have been 
considered in the past by the Food and 
Drug Administration to be safe under 
the provisions of section 402(a)(1), or to 
be generally recognized as safe for 
their intended use, or to have prior 
sanction or approval, or not to be food 
additives under the conditions of in-
tended use, must be reexamined in the 
light of current scientific information 
and current principles for evaluating 
the safety of food additives if their use 
is to be continued. 

(d) Because of the time span in-
volved, copies of many of the letters in 
which the Food and Drug Administra-
tion has expressed an informal opinion 
concerning the status of such articles 
may no longer be in the file of the Food 
and Drug Administration. In the ab-
sence of information concerning the 
names and uses made of all the articles 
referred to in such letters, their safety 
of use cannot be reexamined. For this 
reason all food additive status opinions 
of the kind described in paragraph (c) 
of this section given by the Food and 
Drug Administration are hereby re-
voked. 

(e) The prior opinions of the kind de-
scribed in paragraph (c) of this section 
will be replaced by qualified and cur-
rent opinions if the recipient of each 
such letter forwards a copy of each to 
the Department of Health and Human 
Services, Food and Drug Administra-

tion, Center for Veterinary Medicine, 
Office of Surveillance and Compliance 
(HFV–200), 7500 Standish Pl., Rockville, 
MD 20855, along with a copy of his let-
ter of inquiry, on or before July 23, 
1970. 

(f) This section does not apply to food 
additive status opinion letters per-
taining to articles that were considered 
by the Food and Drug Administration 
to be food additives nor to articles in-
cluded in regulations in this Sub-
chapter E if the articles are used in ac-
cordance with the requirements of such 
regulations. 

[41 FR 38644, Sept. 10, 1976, as amended at 54 
FR 18281, Apr. 28, 1989; 57 FR 6476, Feb. 25, 
1992] 

§ 570.13 Indirect food additives result-
ing from packaging materials prior 
sanctioned for animal feed and pet 
food. 

Regulations providing for the use of 
food packaging materials as prior sanc-
tioned in part 181 of this chapter are 
incorporated in Subchapter E as appli-
cable to packaging materials used for 
animal feed and pet food. 

[42 FR 14091, Mar. 15, 1977] 

§ 570.14 Indirect food additives result-
ing from packaging materials for 
animal feed and pet food. 

Regulations providing for the use of 
food packaging materials in parts 174 
through 179 of this chapter are incor-
porated in Subchapter E as applicable 
to packaging materials used for animal 
feed and pet food. 

[42 FR 14091, Mar. 15, 1977] 

§ 570.15 Adoption of regulation on ini-
tiative of Commissioner. 

(a) The Commissioner upon his own 
initiative may propose the issuance of 
a regulation prescribing, with respect 
to any particular use of a food additive, 
the conditions under which such addi-
tive may be safely used. Notice of such 
proposal shall be published in the FED-
ERAL REGISTER and shall state the rea-
sons for the proposal. 
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(b) Action upon a proposal made by 
the Commissioner shall proceed as pro-
vided in part 10 of this chapter. 

[41 FR 38644, Sept. 10, 1976, as amended at 42 
FR 4717, Jan. 25, 1977; 42 FR 15675, Mar. 22, 
1977] 

§ 570.17 Exemption for investigational 
use and procedure for obtaining au-
thorization to market edible prod-
ucts from experimental animals. 

A food additive or food containing a 
food additive intended for investiga-
tional use by qualified experts shall be 
exempt from the requirements of sec-
tion 409 of the act under the following 
conditions: 

(a) If intended for investigational use 
in vitro or in laboratory research ani-
mals, it bears a label which states 
prominently, in addition to the other 
information required by the act, the 
warning: 

Caution. Contains a new food additive for 
investigational use only in laboratory re-
search animals or for tests in vitro. Not for 
use in humans. 

(b) If intended for use in animals 
other than laboratory research animals 
and if the edible products of the ani-
mals are to be marketed as food, per-
mission for the marketing of the edible 
products as food has been requested by 
the sponsor, and authorization has 
been granted by the Food and Drug Ad-
ministration in accordance with § 511.1 
of this chapter or by the Department of 
Agriculture in accordance with 9 CFR 
309.17, and it bears a label which states 
prominently, in addition to the other 
information required by the act, the 
warning: 

Caution. Contains a new food additive for 
use only in investigational animals. Not for 
use in humans. 

Edible products of investigational animals 
are not to be used for food unless authoriza-
tion has been granted by the U.S. Food and 
Drug Administration or by the U.S. Depart-
ment of Agriculture. 

(c) If intended for nonclinical labora-
tory studies in food-producing animals, 
the study is conducted in compliance 
with the regulations set forth in part 58 
of this chapter. 

[41 FR 38644, Sept. 10, 1976, as amended at 43 
FR 60023, Dec. 22, 1978] 

§ 570.18 Tolerances for related food ad-
ditives. 

(a) Food additives that cause similar 
or related pharmacological effects will 
be regarded as a class, and in the ab-
sence of evidence to the contrary, as 
having additive toxic effects and will 
be considered as related food additives. 

(b) Tolerances established for such 
related food additives may limit the 
amount of a common component that 
may be present, or may limit the 
amount of biological activity (such as 
cholinesterase inhibition) that may be 
present or may limit the total amount 
of related food additives that may be 
present. 

(c) Where food additives from two or 
more chemicals in the same class are 
present in or on a food, the tolerance 
for the total of such additives shall be 
the same as that for the additive hav-
ing the lowest numerical tolerance in 
this class, unless there are available 
methods that permit quantitative de-
termination of the amount of each food 
additive present or unless it is shown 
that a higher tolerance is reasonably 
required for the combined additives to 
accomplish the physical or technical 
effect for which such combined addi-
tives are intended and that the higher 
tolerance will be safe. 

(d) Where residues from two or more 
additives in the same class are present 
in or on a food and there are available 
methods that permit quantitative de-
termination of each residue, the quan-
tity of combined residues that are 
within the tolerance may be deter-
mined as follows: 

(1) Determine the quantity of each 
residue present. 

(2) Divide the quantity of each res-
idue by the tolerance that would apply 
if it occurred alone, and multiply by 
100 to determine the percentage of the 
permitted amount of residue present. 

(3) Add the percentages so obtained 
for all residues present. 

(4) The sum of the percentages shall 
not exceed 100 percent. 

§ 570.19 Pesticide chemicals in proc-
essed foods. 

When pesticide chemical residues 
occur in processed foods due to the use 
of raw agricultural commodities that 
bore or contained a pesticide chemical 
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in conformity with an exemption 
granted or a tolerance prescribed under 
section 408 of the act, the processed 
food will not be regarded as adulter-
ated so long as good manufacturing 
practice has been followed in removing 
any residue from the raw agricultural 
commodity in the processing (such as 
by peeling or washing) and so long as 
the concentration of the residue in the 
processed food when ready to eat is not 
greater than the tolerance prescribed 
for the raw agricultural commodity. 
But when the concentration of residue 
in the processed food when ready to eat 
is higher than the tolerance prescribed 
for the raw agricultural commodity, 
the processed food is adulterated unless 
the higher concentration is permitted 
by a tolerance obtained under section 
409 of the act. For example, if fruit 
bearing a residue of 7 parts per million 
of DDT permitted on the raw agricul-
tural commodity is dried and a residue 
in excess of 7 parts per million of DDT 
results on the dried fruit, the dehy-
drated fruit is adulterated unless the 
higher tolerance for DDT is authorized 
by the regulations in this part. Food 
that is itself ready to eat, and which 
contains a higher residue than allowed 
for the raw agricultural commodity, 
may not be legalized by blending or 
mixing with other foods to reduce the 
residue in the mixed food below the tol-
erance prescribed for the raw agricul-
tural commodity. 

Subpart B—Food Additive Safety 
§ 570.20 General principles for evalu-

ating the safety of food additives. 
(a) In reaching a decision on any pe-

tition filed under section 409 of the act, 
the Commissioner will give full consid-
eration to the specific biological prop-
erties of the compound and the ade-
quacy of the methods employed to 
demonstrate safety for the proposed 
use, and the Commissioner will be 
guided by the principles and procedures 
for establishing the safety of food addi-
tives stated in current publications of 
the National Academy of Sciences-Na-
tional Research Council. A petition 
will not be denied, however, by reason 
of the petitioner’s having followed pro-
cedures other than those outlined in 
the publications of the National Acad-

emy of Sciences-National Research 
Council if, from available evidence, the 
Commissioner finds that the proce-
dures used give results as reliable as, 
or more reliable than, those reasonably 
to be expected from the use of the out-
lined procedures. In reaching a deci-
sion, the Commissioner will give due 
weight to the anticipated levels and 
patterns of consumption of the additive 
specified or reasonably inferable. For 
the purposes of this section, the prin-
ciples for evaluating safety of additives 
set forth in the above-mentioned publi-
cations will apply to any substance 
that may properly be classified as a 
food additive as defined in section 
201(s) of the act. 

(b) Upon written request describing 
the proposed use of an additive and the 
proposed experiments to determine its 
safety, the Commissioner will advise a 
person who wishes to establish the 
safety of a food additive whether he be-
lieves the experiments planned will 
yield data adequate for an evaluation 
of the safety of the additive. 

§ 570.30 Eligibility for classification as 
generally recognized as safe 
(GRAS). 

(a) General recognition of safety may 
be based only on the views of experts 
qualified by scientific training and ex-
perience to evaluate the safety of sub-
stances directly or indirectly added to 
food. The basis of such views may be ei-
ther (1) scientific procedures or (2) in 
the case of a substance used in food 
prior to January 1, 1958, through expe-
rience based on common use in food. 
General recognition of safety requires 
common knowledge throughout the sci-
entific community knowledgeable 
about the safety of substances directly 
or indirectly added to food that there 
is reasonable certainty that the sub-
stance is not harmful to either the tar-
get animal or to humans consuming 
human food derived from food-pro-
ducing animals under the conditions of 
its intended use (see § 570.3(i)). 

(b) General recognition of safety 
based upon scientific procedures shall 
require the same quantity and quality 
of scientific evidence as is required to 
obtain approval of a food additive. Gen-
eral recognition of safety through sci-
entific procedures shall address safety 
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for both the target animal and for hu-
mans consuming human food derived 
from food-producing animals and shall 
be based upon the application of gen-
erally available and accepted scientific 
data, information, or methods, which 
ordinarily are published, as well as the 
application of scientific principles, and 
may be corroborated by the application 
of unpublished scientific data, informa-
tion, or methods. 

(c)(1) General recognition of safety 
through experience based on common 
use in food prior to January 1, 1958, 
shall address safety for both the target 
animal and for humans consuming 
human food derived from food-pro-
ducing animals and may be achieved 
without the quantity or quality of sci-
entific procedures required for ap-
proval of a food additive. General rec-
ognition of safety through experience 
based on common use in food prior to 
January 1, 1958, shall be based solely on 
food use of the substance in the same 
animal species prior to January 1, 1958, 
and shall ordinarily be based upon gen-
erally available data and information. 
An ingredient not in common use in 
food prior to January 1, 1958, may 
achieve general recognition of safety 
only through scientific procedures. 

(2) A substance used in food prior to 
January 1, 1958, may be generally rec-
ognized as safe through experience 
based on its common use in food when 
that use occurred exclusively or pri-
marily outside of the United States if 
the information about the experience 
establishes that the substance is safe 
under the conditions of its intended use 
within the meaning of section 201(u) of 
the Federal Food, Drug, and Cosmetic 
Act (see also § 570.3(i)) for both the tar-
get animal and for humans consuming 
human food derived from food-pro-
ducing animals. Common use in food 
prior to January 1, 1958, that occurred 
outside of the United States shall be 
documented by published or other in-
formation and shall be corroborated by 
information from a second, inde-
pendent source that confirms the his-
tory and circumstances of use of the 
substance. The information used to 
document and to corroborate the his-
tory and circumstances of use of the 
substance must be generally available; 
that is, it must be widely available in 

the country in which the history of use 
has occurred and readily available to 
interested qualified experts in the 
United States. A person who concludes 
that a use of a substance is GRAS 
through experience based on its com-
mon use in food outside of the United 
States should notify FDA of that view 
in accordance with subpart E of this 
part. 

(d) The food ingredients listed as 
GRAS in part 582 of this chapter or af-
firmed as GRAS in part 584 of this 
chapter do not include all substances 
that are generally recognized as safe 
for their intended use in food. Because 
of the large number of substances the 
intended use of which results or may 
reasonably be expected to result, di-
rectly or indirectly, in their becoming 
a component or otherwise affecting the 
characteristics of food, it is impracti-
cable to list all such substances that 
are GRAS. A food ingredient of natural 
biological origin that has been widely 
consumed for its nutrient properties in 
the United States prior to January 1, 
1958, without known detrimental ef-
fects, which is subject only to conven-
tional processing as practiced prior to 
January 1, 1958, and for which no 
known safety hazard exists, will ordi-
narily be regarded as GRAS without 
specific inclusion in part 582 or part 584 
of this chapter. 

(e) A food ingredient that is not 
GRAS or subject to a prior sanction re-
quires a food additive regulation pro-
mulgated under section 409 of the act 
before it may be directly or indirectly 
added to food. 

(f) A food ingredient that is listed as 
GRAS in part 582 of this chapter shall 
be regarded as GRAS only if, in addi-
tion to all the requirements in the ap-
plicable regulation, it also meets all of 
the following requirements: 

(1) It complies with any applicable 
specifications, or in the absence of such 
specifications, shall be of a purity suit-
able for its intended use. 

(2) It performs an appropriate func-
tion in the food or food-contact article 
in which it is used. 

(3) It is used at a level no higher than 
necessary to achieve its intended pur-
pose in that food or, if used as a compo-
nent of a food-contact article, at a 
level no higher than necessary to 
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achieve its intended purpose in that ar-
ticle. 

(g) New information may at any time 
require reconsideration of the GRAS 
status of a food ingredient. Any change 
in status shall be accomplished pursu-
ant to § 570.38. 

(h) If a substance is affirmed as 
GRAS pursuant to § 570.35 and listed in 
a regulation with no limitation other 
than good manufacturing practice, it 
shall be regarded as GRAS if its condi-
tions of use are not significantly dif-
ferent from those reported in the regu-
lation as the basis on which the GRAS 
status of the substance was affirmed. If 
the conditions of use are significantly 
different, such use of the substance 
may not be GRAS. In such case a man-
ufacturer may not rely on the regula-
tion as authorizing the use but must 
independently establish that the use is 
GRAS or must use the substance in ac-
cordance with a food additive regula-
tion. 

(i) If an ingredient is affirmed as 
GRAS pursuant to § 570.35 and listed in 
a regulation with specific limitation(s), 
it may be used in food only within such 
limitation(s) (including the category of 
food(s), the functional use(s) of the in-
gredient, and the level(s) of use). Any 
use of such an ingredient not in full 
compliance with each such established 
limitation shall require a food additive 
regulation. 

(j) Pursuant to § 570.35, a food ingre-
dient may be affirmed as GRAS and 
listed in a regulation for a specific 
use(s) without a general evaluation of 
use of the ingredient. In addition to the 
use(s) specified in the regulation, other 
uses of such an ingredient may also be 
GRAS. Any affirmation of GRAS status 
for a specific use(s), without a general 
evaluation of use of the ingredient, is 
subject to reconsideration upon such 
evaluation. 

[42 FR 55206, Oct. 14, 1977, as amended at 81 
FR 55052, Aug. 17, 2016] 

§ 570.35 Affirmation of generally recog-
nized as safe (GRAS) status. 

(a) The Commissioner, on his own 
initiative, may affirm that a substance 
that directly or indirectly becomes a 
component of food is GRAS under the 
conditions of its intended use. 

(b)(1) If the Commissioner proposes 
on his own initiative that a substance 
is entitled to affirmation as GRAS 
under the conditions of its intended 
use, he will place all of the data and in-
formation on which he relies on public 
file in the office of the Division of 
Dockets Management and will publish 
in the FEDERAL REGISTER a notice giv-
ing the name of the substance, its pro-
posed uses, and any limitations pro-
posed for purposes other than safety. 

(2) The FEDERAL REGISTER notice will 
allow a period of 60 days during which 
any interested person may review the 
data and information and/or file com-
ments with the Division of Dockets 
Management. Copies of all comments 
received shall be made available for ex-
amination in the Division of Dockets 
Management’s office. 

(3) The Commissioner will evaluate 
all comments received. If he concludes 
that there is convincing evidence that 
the substance is GRAS under the con-
ditions of its intended use as described 
in § 570.30, he will publish a notice in 
the FEDERAL REGISTER listing the 
GRAS conditions of use in this sub-
chapter E. 

(4) If, after evaluation of the com-
ments, the Commissioner concludes 
that there is a lack of convincing evi-
dence that the substance is GRAS 
under the conditions of its intended use 
and that it should be considered a food 
additive subject to section 409 of the 
Federal Food, Drug, and Cosmetic Act, 
he shall publish a notice thereof in the 
FEDERAL REGISTER in accordance with 
§ 570.38. 

[41 FR 38644, Sept. 10, 1976, as amended at 42 
FR 4717, Jan. 25, 1977; 42 FR 15675, Mar. 22, 
1977; 42 FR 55207, Oct. 10, 1977; 50 FR 7517, 
Feb. 22, 1985; 50 FR 16668, Apr. 26, 1985; 54 FR 
18281, Apr. 28, 1989; 62 FR 40600, July 29, 1997; 
81 FR 55052, Aug. 17, 2016] 

§ 570.38 Determination of food addi-
tive status. 

(a) The Commissioner may, in ac-
cordance with § 570.35(b)(4), publish a 
notice in the FEDERAL REGISTER deter-
mining that a substance is not GRAS 
under the conditions of its intended use 
and is a food additive subject to section 
409 of the Federal Food, Drug, and Cos-
metic Act. 
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(b)(1) The Commissioner, on his own 
initiative or on the petition of any in-
terested person, pursuant to part 10 of 
this chapter, may issue a notice in the 
FEDERAL REGISTER proposing to deter-
mine that a substance is not GRAS and 
is a food additive subject to section 409 
of the act. Any petition shall include 
all relevant data and information of 
the type described in § 571.130(b) of this 
chapter. The Commissioner will place 
all of the data and information on 
which he relies on public file in the Di-
vision of Dockets Management and will 
include in the FEDERAL REGISTER no-
tice the name of the substance, its 
known uses, and a summary of the 
basis for the determination. 

(2) The FEDERAL REGISTER notice will 
allow a period of 60 days during which 
any interested person may review the 
data and information and/or file com-
ments with the Division of Dockets 
Management. Copies of all comments 
shall be made available for examina-
tion in the Division of Dockets Man-
agement. 

(3) The Commissioner will evaluate 
all comments received. If he concludes 
that there is a lack of convincing evi-
dence that the substance is GRAS or is 
otherwise exempt from the definition 
of a food additive in section 201(s) of 
the act, he will publish a notice thereof 
in the FEDERAL REGISTER. If he con-
cludes that there is convincing evi-
dence that the substance is GRAS, he 
will publish an order in the FEDERAL 
REGISTER listing the substance in this 
subchapter E as GRAS. 

(c) A FEDERAL REGISTER notice deter-
mining that a substance is a food addi-
tive shall provide for the use of the ad-
ditive in food or food-contact surfaces 
as follows: 

(1) It may promulgate a food additive 
regulation governing use of the addi-
tive. 

(2) It may promulgate an interim 
food additive regulation governing use 
of the additive. 

(3) It may require discontinuation of 
the use of the additive. 

(4) It may adopt any combination of 
the above three approaches for dif-
ferent uses or levels of use of the addi-
tive. 

(d) If the Commissioner of Food and 
Drugs is aware of any prior sanction 

for use of the substance, he will con-
currently propose a separate regulation 
covering such use of the ingredient 
under this subchapter E. If the Com-
missioner is unaware of any such appli-
cable prior sanction, the proposed regu-
lation will so state and will require any 
person who intends to assert or rely on 
such sanction to submit proof of its ex-
istence. Any regulation promulgated 
pursuant to this section constitutes a 
determination that excluded uses 
would result in adulteration of the food 
in violation of section 402 of the act, 
and the failure of any person to come 
forward with proof of such an applica-
ble prior sanction in response to the 
proposal will constitute a waiver of the 
right to assert or rely on such sanction 
at any later time. The notice will also 
constitute a proposal to establish a 
regulation under this subchapter E., in-
corporating the same provisions, in the 
event that such a regulation is deter-
mined to be appropriate as a result of 
submission of proof of such an applica-
ble prior sanction in response to the 
proposal. 

[41 FR 38644, Sept. 10, 1976, as amended at 42 
FR 4717, Jan. 25, 1977; 42 FR 15675, Mar. 22, 
1977; 42 FR 55207, Oct. 14, 1977; 54 FR 18281, 
Apr. 28, 1989; 81 FR 55052, Aug. 17, 2016] 

Subparts C–D [Reserved] 

Subpart E—Generally Recognized 
as Safe (GRAS) Notice 

SOURCE: 81 FR 55052, Aug. 17, 2016, unless 
otherwise noted. 

§ 570.203 Definitions. 
The definitions and interpretations 

of terms in § 570.3 apply to such terms 
when used in this subpart. The fol-
lowing definitions also apply: 

Amendment means any data and infor-
mation that you submit regarding a 
filed GRAS notice before we respond to 
your notice by letter in accordance 
with § 570.265(b)(1) or cease to evaluate 
your notice in accordance with 
§ 570.265(b)(3). 

GRAS means generally recognized as 
safe. 

GRAS notice means a submission that 
informs us of your view that a sub-
stance is not subject to the premarket 
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approval requirements of the Federal 
Food, Drug, and Cosmetic Act based on 
your conclusion that the substance is 
GRAS under the conditions of its in-
tended use in accordance with § 570.30. 

Notified substance means the sub-
stance that is the subject of your 
GRAS notice. 

Notifier means the person (e.g., an in-
dividual, partnership, corporation, as-
sociation, or other legal entity) who is 
responsible for the GRAS notice, even 
if another person (such as an attorney, 
agent, or qualified expert) prepares or 
submits the notice or provides an opin-
ion about the basis for a conclusion of 
GRAS status. 

Qualified expert means an individual 
who is qualified by scientific training 
and experience to evaluate the safety 
of substances under the conditions of 
their intended use in animal food. 

Supplement means any data and infor-
mation that you submit regarding a 
filed GRAS notice after we respond to 
your notice by letter in accordance 
with § 570.265(b)(1) or cease to evaluate 
your notice in accordance with 
§ 570.265(b)(3). 

We, our, and us refer to the United 
States Food and Drug Administration 
(FDA). 

You and your refer to a notifier. 

§ 570.205 Opportunity to submit a 
GRAS notice. 

Any person may notify FDA of a view 
that a substance is not subject to the 
premarket approval requirements of 
section 409 of the Federal Food, Drug, 
and Cosmetic Act based on that per-
son’s conclusion that the substance is 
GRAS under the conditions of its in-
tended use. 

§ 570.210 How to send your GRAS no-
tice to FDA. 

(a) Send your GRAS notice to the Di-
vision of Animal Feeds (HFV–220), Cen-
ter for Veterinary Medicine, Food and 
Drug Administration, 7519 Standish 
Pl., Rockville, MD 20855. 

(b) When you submit your GRAS no-
tice, you may do so either in an elec-
tronic format that is accessible for our 
evaluation or on paper. If you send 
your GRAS notice on paper, a single 
paper copy is sufficient. 

§ 570.215 Incorporation into a GRAS 
notice. 

You may incorporate into your 
GRAS notice either specifically identi-
fied data and information that you pre-
viously submitted to the Center for 
Veterinary Medicine (CVM), or specifi-
cally identified publicly available data 
and information submitted by another 
party, when such data and information 
remain in CVM’s records, such as data 
and information contained in a pre-
vious GRAS notice or a food additive 
petition. 

§ 570.220 General requirements appli-
cable to a GRAS notice. 

(a) A GRAS notice has seven parts as 
required by §§ 570.225 through 570.255. 
You must submit the data and infor-
mation specified in each of these parts 
on separate pages or sets of pages. 

(b) You must include each of the 
seven parts in your GRAS notice. If 
you do not include a part, you must in-
clude with your GRAS notice an expla-
nation of why that part does not apply 
to your GRAS notice. 

§ 570.225 Part 1 of a GRAS notice: 
Signed statements and certification. 

(a) Part 1 of your GRAS notice must 
be dated and signed by a responsible of-
ficial of your organization, or by your 
attorney or agent. 

(b) Except as required by paragraph 
(c)(8) of this section, you must not in-
clude any information that is trade se-
cret or confidential commercial infor-
mation in Part 1 of your GRAS notice. 

(c) In Part 1 of your GRAS notice, 
you must: 

(1) Inform us that you are submitting 
a GRAS notice in accordance with this 
subpart; 

(2) Provide the name and address of 
your organization; 

(3) Provide the name of the notified 
substance, using an appropriately de-
scriptive term; 

(4) Describe the intended conditions 
of use of the notified substance, includ-
ing stating whether the substance will 
be added to food (including drinking 
water) for animals in which the sub-
stance will be used; identifying the 
foods to which it will be added, the lev-
els of use in such foods, and the animal 
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species for which these foods are in-
tended (including, when appropriate, a 
description of a subpopulation expected 
to consume the notified substance); 
and the purposes for which the sub-
stance will be used; 

(5) Inform us of the statutory basis 
for your conclusion of GRAS status 
(i.e., through scientific procedures in 
accordance with § 570.30(a) and (b) or 
through experience based on common 
use in animal food in accordance with 
§ 570.30(a) and (c)); 

(6) State your view that the notified 
substance is not subject to the pre-
market approval requirements of the 
Federal Food, Drug, and Cosmetic Act 
based on your conclusion that the noti-
fied substance is GRAS under the con-
ditions of its intended use; 

(7) State that, if we ask to see the 
data and information that are the basis 
for your conclusion of GRAS status, ei-
ther during or after our evaluation of 
your notice, you will: 

(i) Agree to make the data and infor-
mation available to us; and 

(ii) Agree to both of the following 
procedures for making the data and in-
formation available to us: 

(A) Upon our request, you will allow 
us to review and copy the data and in-
formation during customary business 
hours at the address you specify for 
where these data and information will 
be available to us; and 

(B) Upon our request, you will pro-
vide us with a complete copy of the 
data and information either in an elec-
tronic format that is accessible for our 
evaluation or on paper; 

(8) State your view as to whether any 
of the data and information in Parts 2 
through 7 of your GRAS notice are ex-
empt from disclosure under the Free-
dom of Information Act, 5 U.S.C. 552 
(e.g., as trade secret or as commercial 
or financial information that is privi-
leged or confidential); 

(9) Certify that, to the best of your 
knowledge, the GRAS notice is a com-
plete, representative, and balanced 
submission that includes unfavorable 
information, as well as favorable infor-
mation, known to you and pertinent to 
the evaluation of the safety and GRAS 
status of the use of the substance; and 

(10) State both the name and the po-
sition or title of the person who signs 
the GRAS notice. 

§ 570.230 Part 2 of a GRAS notice: 
Identity, method of manufacture, 
specifications, and physical or tech-
nical effect. 

In Part 2 of your GRAS notice, you 
must include: 

(a) Scientific data and information 
that identifies the notified substance. 

(1) Examples of appropriate data and 
information include the chemical 
name, applicable registry numbers 
(such as a Chemical Abstracts Service 
(CAS) registry number or an Enzyme 
Commission (EC) number), empirical 
formula, structural formula, quan-
titative composition, and char-
acteristic properties. 

(2) When the source of a notified sub-
stance is a biological material, you 
must include data and information suf-
ficient to identify: 

(i) The taxonomic source (e.g., genus, 
species), including as applicable data 
and information at the sub-species 
level (e.g., variety, strain); 

(ii) The part of any plant or animal 
used as the source; and 

(iii) Any known toxicants that could 
be in the source; 

(b) A description of the method of 
manufacture of the notified substance 
in sufficient detail to evaluate the 
safety of the notified substance as 
manufactured; 

(c) Specifications for material that is 
of appropriate grade for use in animal 
food; and 

(d) When necessary to demonstrate 
safety, relevant data and information 
bearing on the physical or other tech-
nical effect the notified substance is 
intended to produce, including the 
quantity of the notified substance re-
quired to produce such effect. 

§ 570.235 Part 3 of a GRAS notice: Tar-
get animal and human exposures. 

In part 3 of your GRAS notice, you 
must provide data and information 
about exposure to the target animal 
and to humans consuming human food 
derived from food-producing animals, 
regardless of whether your conclusion 
of GRAS status is through scientific 
procedures or through experience based 
on common use in food, as follows: 
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(a) For exposure to the target ani-
mal, you must provide: 

(1) The amount of the notified sub-
stance that different target animal spe-
cies are likely to consume in the ani-
mal food (including drinking water) as 
part of the animal’s total diet, includ-
ing the intended use and all other 
sources in the total diet; and 

(2) When applicable, the amount of 
any other substance that is expected to 
be formed in or on food because of the 
use of the notified substance (e.g., 
hydrolytic products or reaction prod-
ucts); 

(3) When applicable, the amount of 
any other substance that is present 
with the notified substance either nat-
urally or due to its manufacture (e.g., 
contaminants or by-products); 

(4) The data and information you rely 
on to establish the amount of the noti-
fied substance and the amounts of any 
other substance in accordance with 
paragraphs (a)(1) through (a)(3) of this 
section that different target animal 
species are likely to consume in the 
animal food (including drinking water) 
as part of the animal’s total diet; and 

(b) When the intended use is in food 
for food-producing animals, you must 
provide: 

(1) The potential quantities of any 
residues that humans may be exposed 
to in edible animal tissues, including: 

(i) Residues of the notified substance; 
(ii) Residues of any other substance 

that is expected to be formed in or on 
the animal food because of the use of 
the notified substance; and 

(iii) Residues from any other sub-
stance that is present with the notified 
substance whether naturally, due to its 
manufacture (e.g., contaminants or by- 
products), or produced as a metabolite 
in edible animal tissues when the noti-
fied substance is consumed by a food- 
producing animal; and 

(2) The data and information you rely 
on to establish, in accordance with 
paragraph (b)(1) of this section, the po-
tential quantities of any residues that 
humans may be exposed to in edible 
animal tissues. 

§ 570.240 Part 4 of a GRAS notice: Self- 
limiting levels of use. 

In circumstances where the amount 
of the notified substance that can be 

added to animal food is limited because 
animal food containing levels of the 
notified substance above a particular 
level would become unpalatable or 
technologically impractical, in Part 4 
of your GRAS notice you must include 
data and information on such self-lim-
iting levels of use. 

§ 570.245 Part 5 of a GRAS notice: Ex-
perience based on common use in 
food before 1958. 

If the statutory basis for your con-
clusion of GRAS status is through ex-
perience based on common use in ani-
mal food, in Part 5 of your GRAS no-
tice you must include evidence of a 
substantial history of consumption of 
the notified substance for food use by a 
significant number of animals of the 
species to which the substance is in-
tended to be fed prior to January 1, 
1958, and evidence of a substantial his-
tory of consumption by humans con-
suming human foods derived from food- 
producing animals prior to January 1, 
1958. 

§ 570.250 Part 6 of a GRAS notice: Nar-
rative. 

In Part 6 of your GRAS notice, you 
must include a narrative that provides 
the basis for your conclusion of GRAS 
status, in which: 

(a)(1) You must explain why the data 
and information in your notice provide 
a basis for your view that the notified 
substance is safe under the conditions 
of its intended use for both the target 
animal and for humans consuming 
human food derived from food-pro-
ducing animals. In your explanation, 
you must address the safety of the no-
tified substance, considering all animal 
food (including drinking water) as part 
of the animal’s total diet, taking into 
account any chemically or pharma-
cologically related substances in such 
diet. In your explanation, you must 
also address the safety of the notified 
substance in regard to human expo-
sure, considering all dietary sources 
and taking into account any chemi-
cally or pharmacologically related sub-
stances; 

(2) In your explanation, you must 
identify what specific data and infor-
mation that you discuss in accordance 
with paragraph (a)(1) of this section are 
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generally available, and what specific 
data and information that you discuss 
in accordance with paragraph (a)(1) of 
this section are not generally avail-
able, by providing citations to the list 
of data and information that you in-
clude in Part 7 of your GRAS notice in 
accordance with § 570.255; 

(b) You must explain how the gen-
erally available data and information 
that you rely on to establish safety in 
accordance with paragraph (a) of this 
section provide a basis for your conclu-
sion that the notified substance is gen-
erally recognized, among qualified ex-
perts, to be safe under the conditions of 
its intended use for both the target 
animal and for humans consuming 
human food derived from food-pro-
ducing animals; 

(c) You must either: 
(1) Identify, discuss, and place in con-

text, data and information that are, or 
may appear to be, inconsistent with 
your conclusion of GRAS status, re-
gardless of whether those data and in-
formation are generally available; or 

(2) State that you have reviewed the 
available data and information and are 
not aware of any data and information 
that are, or may appear to be, incon-
sistent with your conclusion of GRAS 
status; 

(d) If you view any of the data and in-
formation in your notice as exempt 
from disclosure under the Freedom of 
Information Act, you must identify the 
specific data and information; and 

(e) For non-public, safety-related 
data and information considered in 
reaching a conclusion of GRAS status, 
you must explain how there could be a 
basis for a conclusion of GRAS status 
if qualified experts do not have access 
to such data and information. 

§ 570.255 Part 7 of a GRAS notice: List 
of supporting data and information 
in your GRAS notice. 

(a) In part 7 of your GRAS notice, 
you must include a list of all of the 
data and information that you discuss 
in Part 6 of your GRAS notice to pro-
vide a basis for your view that the no-
tified substance is safe under the condi-
tions of its intended use as described in 
accordance with § 570.250(a)(1). 

(b) You must specify which data and 
information that you list in accordance 

with paragraph (a) of this section are 
generally available, and which data 
and information are not generally 
available. 

§ 570.260 Steps you may take before 
FDA responds to your GRAS notice. 

(a) You may submit a timely amend-
ment to your filed GRAS notice, to up-
date your GRAS notice or in response 
to a question from us, before we re-
spond to your notice by letter in ac-
cordance with § 570.265(b)(1) or cease to 
evaluate your notice in accordance 
with § 570.265(b)(3). 

(b) At any time before we respond to 
your notice by letter in accordance 
with § 570.265(b)(1), you may request in 
writing that we cease to evaluate your 
GRAS notice. Your request does not 
preclude you from submitting a future 
GRAS notice in accordance with this 
subpart with respect to the notified 
substance. 

§ 570.265 What FDA will do with a 
GRAS notice. 

(a)(1) We will conduct an initial eval-
uation of your submission to determine 
whether to file it as a GRAS notice for 
evaluation of your view that the noti-
fied substance is GRAS under the con-
ditions of its intended use. 

(2) If we file your submission as a 
GRAS notice, we will send you a letter 
that informs you of the date of filing. 

(3) If we do not file your submission 
as a GRAS notice, we will send you a 
letter that informs you of that fact and 
provide our reasons for not filing the 
submission as a GRAS notice. 

(4) We will consider any timely 
amendment that you submit to a filed 
GRAS notice, to update your GRAS no-
tice or in response to a question from 
us, before we respond to you by letter 
in accordance with paragraph (b)(1) of 
this section, if we deem that doing so is 
feasible within the timeframes estab-
lished in paragraph (b) of this section. 
If we deem that considering your 
amendment is not feasible within the 
timeframes established in paragraph 
(b) of this section or if we have granted 
your request to cease to evaluate your 
notice, we will inform you that we are 
not considering your amendment. 

(b)(1) Within 180 days of filing, we 
will respond to you by letter based on 
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our evaluation of your notice. We may 
extend the 180 day timeframe by 90 
days on an as needed basis. 

(2) If we extend the timeframe, we 
will inform you in writing of the exten-
sion as soon as practicable but no later 
than within 180 days of filing. 

(3) If you ask us to cease to evaluate 
your GRAS notice in accordance with 
§ 570.260(b), we will send you a letter in-
forming you of our decision regarding 
your request. 

(c) If circumstances warrant, we will 
send you a subsequent letter about the 
notice. 

§ 570.275 Public disclosure of a GRAS 
notice. 

(a) The data and information in a 
GRAS notice (including data and infor-
mation submitted in any amendment 
or supplement to your GRAS notice, or 
incorporated into your GRAS notice) 
are: 

(1) Considered a mandatory, rather 
than voluntary, submission for pur-
poses of their status under the Free-
dom of Information Act and our public 
information requirements in part 20 of 
this chapter; and 

(2) Available for public disclosure in 
accordance with part 20 of this chapter 
as of the date that we receive your 
GRAS notice. 

(b) We will make the following read-
ily accessible to the public: 

(1) A list of filed GRAS notices, in-
cluding the information described in 
§ 570.225(c)(2) through (c)(5); 

(2) The text of any letter that we 
issue under § 570.265(b)(1) or (c); and 

(3) The text of any letter that we 
issue under § 570.265(b)(3) if we grant 
your request that we cease to evaluate 
your notice. 

(c) We will disclose all remaining 
data and information that are not ex-
empt from public disclosure in accord-
ance with part 20 of this chapter. 

§ 570.280 Submission of a supplement. 

If circumstances warrant, you may 
submit a supplement to a filed GRAS 
notice after we respond to your notice 
by letter in accordance with 
§ 570.265(b)(1) or cease to evaluate your 
notice in accordance with § 570.265(b)(3). 

PART 571—FOOD ADDITIVE 
PETITIONS 

Subpart A—General Provisions 

Sec. 
571.1 Petitions. 
571.6 Amendment of petition. 
571.7 Withdrawal of petition without preju-

dice. 

Subpart B—Administrative Actions on 
Applications 

571.100 Regulation based on petition. 
571.102 Effective date of regulation. 
571.110 Procedure for objections and hear-

ings. 
571.115 Application of the cancer clause of 

section 409 of the act. 
571.130 Procedure for amending and repeal-

ing tolerances or exemptions from toler-
ances. 

AUTHORITY: 21 U.S.C. 321, 342, 348, 371; 42 
U.S.C. 241. 

SOURCE: 41 FR 38647, Sept. 10, 1976, unless 
otherwise noted. 

Subpart A—General Provisions 

§ 571.1 Petitions. 
(a) Petitions to be filed with the 

Commissioner under the provisions of 
section 409(b) of the act shall be sub-
mitted in triplicate. If any part of the 
material submitted is in a foreign lan-
guage, it shall be accompanied by an 
accurate and complete English trans-
lation. The petition shall state peti-
tioner’s post office address to which 
published notices or orders issued or 
objections filed pursuant to section 409 
of the act may be sent. 

(b) Pertinent information may be in-
corporated in, and will be considered as 
part of, a petition on the basis of spe-
cific reference to such information sub-
mitted to and retained in the files of 
the Food and Drug Administration. 
However, any reference to unpublished 
information furnished by a person 
other than the applicant will not be 
considered unless use of such informa-
tion is authorized in a written state-
ment signed by the person who sub-
mitted it. Any reference to published 
information offered in support of a 
food-additive petition should be accom-
panied by reprints or photostatic cop-
ies of such references. 
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