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Re: FDA Issues Its Final Rule on the Criteria of Substances Generally Recognized as

Safe (GRAS) and Voluntary GRAS Notification Program

On August 17, 2016, the U.S. Food and Drug Administration (FDA) issued its final rule regarding

substances that are Generally Recognized as Safe (GRAS) for use in human and animal foods. 1/

This long-awaited final rule, published nearly twenty years after the 1997 proposed rule, clarifies the

criteria for when the use of a substance is not subject to the premarket approval requirements of the

Federal Food, Drug, and Cosmetic Act (FFDCA) because the substance is GRAS. It also

establishes a new administrative procedure for any person to voluntarily notify FDA the basis of a

conclusion that a substance is GRAS. We commend the agency for upholding its statutory authority

of the FFDCA and retaining the voluntary nature of the GRAS program. We also support FDA’s

efforts in providing more clarification of the basis of a GRAS decision and more flexibility with the

voluntary GRAS notification program. The preamble of the final rule contains important comments

related to FDA’s recent actions against substances with safety concerns and with the agency’s view

on the GRAS criteria. Companies considering the addition of a substance to any food on the basis

of a GRAS conclusion should carefully review the final rule and reevaluate the substance’s

compliance with the FFDCA in light of the new regulations. The final rule becomes effective October

17, 2016.

I. Background: Voluntary GRAS Notification, A Functional and Transparent Process

By way of brief background, FDA’s statutory authority in overseeing the safety of substances added

to food derives from the 1958 Food Additives Amendment to the FFDCA. In essence, before a

substance could be used in food, a company must demonstrate the safety of the substance to FDA

and FDA will in turn establish a food additive regulation prescribing the conditions under which the

substance may be safely used. In enacting the 1958 amendment, Congress recognized that many

substances intentionally added to food would not require a formal premarket review by FDA, either

because their safety had been established by a long history of use prior to 1958 or by virtue of the

nature of the substance, its customary use conditions, and the information generally available to

qualified scientific experts. As such, under section 201(s) of the FFDCA, substances that are GRAS

1/ 81 Fed. Reg. 54960 - 55055 (Aug. 17, 2016).
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are excluded from the “food additive” definition, and, thus, are exempt from FDA’s pre-market

approval requirements. 2/ Many substances including salt, vinegar, vegetable oil, baking powder,

and many spices, flavors, gums, and preservatives are lawfully marketed today without a food

additive regulation on the basis of the GRAS exemption.

While food companies are not required to inform FDA their GRAS conclusions, in 1997 FDA

proposed a voluntary GRAS notification procedure through which a notifier could voluntarily inform

FDA of its own GRAS decision. While the agency had not finalized the 1997 proposed rule, the

notification program has been in force as an interim procedure. The program is considered by FDA

and many stakeholders as highly successful, with 655 GRAS notices for substances used in human

food filed as of today. 3/ In recent years, however, the voluntary GRAS notification program has

been the subject of criticisms by several consumer groups including the Pew Charitable Trusts, the

Natural Resources Defense Council, and the Center for Food Safety (CFS). These organizations

challenged the voluntary nature of the GRAS notification program and also questioned the

transparency of the GRAS notice review process. In 2014, CFS filed a lawsuit claiming the agency

violated the Administrative Procedure Act by “indefinitely operating under a proposed rule in lieu of

promulgating a final rule.” 4/ In October 2014, FDA entered into a consent decree with CFS and

agreed to submit a final rule regarding GRAS for publication no later than August 31, 2016. 5/ It is

under this context that FDA issued the final GRAS rule on August 17, 2016.

We commend the agency for upholding the statutory authority of the FFDCA in the final rule and

retaining the voluntary nature of the GRAS administrative procedure. In particular, when responding

to a comment that the voluntary GRAS notification violates the 1958 amendment, the agency states:

“We disagree that the voluntary nature of the GRAS notification violates the 1958

amendment. The FD&C Act provides for premarket review by FDA of a food additive, and

excludes from this review any substance that is generally recognized, among qualified

experts, to be safe under the conditions of its intended use. Although the FD&C Act

specifically provides for our review of food additives, it is silent with respect to industry

submissions to us on the use of GRAS substances. To administer the provisions of the

FD&C Act with respect to the use of GRAS substance, we are retaining the voluntary nature

of the GRAS administrative procedure.” 6/

2/ FFDCA § 201(s); 21 U.S.C. § 321(s) [“The term “food additive” means any substances the
intended use of which results or may reasonably be expected to result, directly or indirectly, in its
becoming a component or otherwise affecting the characteristics of any food… if such substance is
not generally recognized, among experts qualified by scientific training and experience to evaluate
its safety, as having been adequately shown through scientific procedures (or, in the case of a
substance used in food prior to January 1, 1958, through either scientific procedures or experience
based on common use in food) to be safe under the conditions of its intended use. “]
3/ See FDA GRAS Notices Inventory, available at:
http://www.accessdata.fda.gov/scripts/fdcc/?set=GRASNotices.
4/ Press Release, Center for Food Safety, Center for Food Safety Sues FDA Over Food
Additives (Feb. 21, 2014), available at: http://www.centerforfoodsafety.org/press-
releases/2924/center-for-food-safetysues-fda-over-food-additives#.
5/ Center for Food Safety v. Burwell, Case No. 1:14-cv-267-RC, Consent Decree, ECF No. 14-
1 (Oct. 20, 2014).
6/ 81 Fed. Reg. at 54971.
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FDA also disagrees with consumer groups’ position that the GRAS notification program does not

give consumers an opportunity to participate in the process. 7/ The agency notes that in the past,

outside parties have made FDA aware of dissenting views about whether available data and

information support a GRAS conclusion. 8/ The agency encourages stakeholders including

consumers to submit substantive information regarding the safety of a notified substance when a

GRAS notice is filed for evaluation. 9/

II. FDA’s Recent Actions Related to Self-determined GRAS Substances

As discussed above, submitting a GRAS notice to FDA for review remains voluntary under the final

rule, and companies may still rely on a self-determined GRAS position for the intended use of a

substance in foods. In the preamble discussion, FDA “strongly encourages” companies considering

the addition of a GRAS substance to food to reach out to the agency. 10/ The agency also plans to

continue to closely monitor and assess the ramifications of the use of substances without food

approval or evaluation by FDA through the GRAS notification program. 11/ The following examples

are provided in the preamble as representative actions taken by FDA against self-determined GRAS

substances that raise a safety or health concern. 12/

 2016 FDA’s Initiative for Voluntary Sodium Reduction

The agency has historically considered it so obvious that salt is GRAS that it did not see the need to

promulgate a specific regulation covering GRAS uses of salt, stating in its 1958 proposed and 1959

final regulation: “The Commissioner regards such common food ingredients as salt, pepper,

vinegar, baking powder, and monosodium glutamate as GRAS for their intended use.” 13/ However,

FDA has recently announced its initiative to reduce sodium intake through voluntary short-term and

long-term sodium reduction goals in a variety of categories of foods. 14/ According to FDA, the

purpose of this initiative is to address the excessive intake of sodium in the current population and

promote improvements in public health.

 2015 Partially Hydrogenated Oils (PHOs) Declaratory Order

PHOs, the primary dietary source of industrially produced trans fatty acids, have been used by the

food industry for many years. FDA asserts the industry used PHOs based on conclusions of self-

determined GRAS status without the agency’s review. After reviewing new scientific evidence and

the findings of expert scientific panels regarding trans fatty acids, FDA issued a declaratory order

announcing its final determination that there is no longer a consensus among qualified experts that

PHOs are GRAS for any use in human food. 15/

7/ See id.
8/ See id.
9/ See id.
10/ 81 Fed. Reg. at 54966.
11/ See id.
12/ 81 Fed. Reg. at 54965 - 54966.
13/ 21 CFR § 182.1(a) (previously 21 CFR § 121.100(a)).
14/ 81 Fed. Reg. 35363 (June 2, 2016).
15/ 80 Fed. Reg. 34650 (June 17, 2015).
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 2010 Caffeine in Alcoholic Beverages Warning Letters

Caffeine is listed as GRAS in 21 CFR § 182.1180 in cola-type beverages at a maximum level of

0.02%. In 2010, FDA issued several warning letters to companies that were adding caffeine to

alcoholic beverages, an intended use that has not been reviewed by FDA. 16/ The warning letters

detailed safety concerns regarding the use of caffeine in alcoholic beverages, and informed the

companies that FDA considered the use of caffeine in alcoholic beverages to be an unsafe food

additive. Therefore, the caffeine-containing alcoholic beverages were considered adulterated under

the FFDCA.

FDA noted these recent actions demonstrate that when appropriate, FDA can and will take actions

against self-determined GRAS substances by either issuing a declaratory order announcing their

final determination or warning letters regarding concerns with the use of the substance. We find it

somewhat troubling that FDA linked its issuance of non-binding voluntary guidance on sodium levels

in a discussion of self-GRAS. The statements could foreshadow the agency’s views that it could use

its food additive authority—similar to its actions against PHOs—to reduce sodium levels if the

industry does not embrace the guidance on sodium reductions. Such an agency view is troubling in

our opinion given the agency’s recognition for decades that salt is GRAS on the basis of common

use in foods.

III. Other Highlights of FDA’s Preamble Discussion

The preamble of the final rule contains many important discussions on FDA’s criteria for evaluating

GRAS substances, including those highlighted below.

 “Generally Available and Accepted”

FDA advises that any company that intends to rely on the opinion of a specially convened “GRAS

panel” should carefully assess whether and how the opinion of a GRAS panel can support an

independent conclusion of GRAS status. 17/ For example, a published GRAS panel opinion that

only includes a very general statement that a study was conducted and reported no adverse findings

would not suffice to make the study “generally available.” 18/ As another example, a “GRAS panel”

opinion published by scientists without expertise appropriate to address the applicable safety

questions could not provide evidence that the conclusions in the publications are “generally

accepted.” 19/ A GRAS conclusion can only be made when both the “generally available” as well as

“generally accepted” are satisfied. 20/

 Types of Acceptable Data and Information

FDA broadens the types of acceptable data and information that can be used to support a GRAS

conclusion by replacing “studies” with “data, information, methods, and principles.” 21/ In the

preamble, the agency notes that its revised GRAS criteria provide flexibility for supporting a GRAS

16/ See e.g., FDA Warning Letter to Charge Beverages Corporation (November 17, 2010).
17/ 81 Fed. Reg. at 54966.
18/ See id.
19/ See id.
20/ 81 Fed. Reg. at 54967.
21/ 81 Fed. Reg. at 55047.
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conclusion through the application of scientific data, information, or methods that are generally

available. These data and information can be considered “generally available” through a mechanism

other than publication in a peer-reviewed scientific journal, such as publication in a textbook and

other sources of technical literature. 22/ Nonetheless, publication in a peer-reviewed scientific

journal remains the usual mechanism to establish that scientific information is generally available,

provided that the journal is representative of the scientific publications. 23/

 “Substantial Equivalence”

The “substantial equivalence” embodies the concept that if a new food component is found to be

substantially equivalent to an existing food component, the food component could be considered to

be as safe as the existing food component. FDA decides not to include the term “substantial

equivalence” in the final regulations because whether the similarity is determinative of the new

substance’s safety requires a case-by-case analysis. 24/ FDA also notes that while there have been

GRAS notices filed relying on “substantial equivalence,” none of these notices was based solely on

the concept of similarity. 25/ Nonetheless, we continue to view “substantial equivalence” as a viable

argument in supporting the safety of a GRAS substance.

 Relying on Another Company’s GRAS Notice

FDA clarifies that GRAS notices are not proprietary and that other companies can rely on them.

While there are currently 655 GRAS notices filed with FDA for human food, it has been our

experience that many companies are marketing their GRAS substances based on GRAS notices

filed by others. Notably, FDA advises any food company who relies on a GRAS notice submitted by

another person to carefully consider whether its production process, intended use, and product

specifications fall within the parameters of the existing GRAS notice. 26/

 Confidential Information and Trade Secrets

FDA acknowledges that there may be situations whether trade secret information is necessary to

complete the description of the method of manufacture. In its final rule, the agency is providing

some flexibility for a notifier to provide trade secret information when appropriate. In particular,

these changes include: (1) emphasize that the description of the method of manufacture must be in

sufficient detail to evaluate the safety of the notified substance as manufactured (§ 170.230(b));

(2) require the notifier to include a signed statement with his/her view as to whether the method of

manufacture includes trade secret information (§ 170.225(c)(8)); (3) require the notifier to identify

any trade secret information in the method of manufacture (§ 170.250(d)); and (4) require the notifier

to explain how there could be a basis for a conclusion of GRAS status if qualified experts do not

have access to trade secret information (§ 170.250(e)). 27/ FDA also makes it clear the agency

ultimately determines whether the information can be publicly disclosed. 28/

22/ 81 Fed. Reg. at 54973.
23/ See id.
24/ 81 Fed. Reg. at 54977.
25/ See id.
26/ 81 Fed. Reg. at 54984.
27/ 81 Fed. Reg. at 54999.
28/ 81 Fed. Reg. at 55001.
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IV. What Should Be Included in a Voluntary GRAS Notice?

While the submission of a GRAS notice is voluntary, the content of such notice is not. According to

the final rule, a GRAS notice shall contain the seven parts summarized below.

1. Signed Statements and Certification

Part 1 of the GRAS notice is a signed and dated claim that the particular use of the substance being

notified is exempt from the premarket approval requirements of the FFDCA because the notifier has

determined that the use is GRAS. 29/ A notifier is required to state his/her view as to whether any of

the data and information in Parts 2 through 7 of a GRAS notice are exempt from disclosure under

the FOIA. 30/

2. Identity, Method of Manufacture, Specifications, and Physical or Technical Effect

Part 2 shall contain information on the identity of the substance, the method of manufacturing the

substance, specifications, and the physical or technical effect of the substance. 31/ Unlike the

proposed rule, the final rule would permit the notifier to include trade secret information.

3. Dietary Exposure

Part 3 shall contain data and information about the dietary exposure of the substance, i.e., the

amount of the substance that consumers are likely to eat or drink as a part of a total diet. 32/ Unlike

the proposed rule, the final rule requires dietary exposure information regardless of whether the

GRAS conclusion is based on scientific procedures or through experience based on common use in

food. The modification will allow the agency to consider dietary exposure in its GRAS assessments

of commonly consumed food ingredients such as PHO, salt, added sugars, and other substances

that are GRAS on the basis of common use in foods.

4. Self-Limiting Levels of Use

When the amount of the notified substance that can be added to food is limited because the use of

the substance beyond a specified level would become unpalatable or technologically impractical, the

notifier must include data and information on such self-limiting levels of use. 33/

5. Common Use in Food Before 1958

If the statutory basis for your GRAS conclusion is based on experience based on common use in

food, Part 5 of the GRAS Notice shall include evidence of a substantial history of the consumption of

the notified substance for food use by a significant number of consumers prior to January 1,

1958. 34/

29/ 21 CFR § 170.225.
30/ See id.
31/ 21 CFR § 170.230.
32/ 21 CFR § 170.235.
33/ 21 CFR § 170.240.
34/ 21 CFR § 170.245.
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6. Narrative for GRAS Basis

Part 6 of your GRAS Notice shall include a narrative providing the basis for your conclusion of GRAS

status. 35/ For example, the narrative must address the safety of the notified substance, considering

all dietary sources and taking into account any chemically or pharmacologically related substances

in such diet. 36/

7. List of Supporting Data

Part 7 of your GRAS notice shall include a list of all of the data and information the notifier discusses

in Part 6 of the GRAS Notice to provide a basis for his/her view that the notified substance is safe

under the conditions of its intended use. 37/

V. Administrative Procedures Governing the Voluntary GRAS Notice

Under the final rule, FDA will review a GRAS Notice within 180 days, and it has the ability to extend

its review by an additional 90 days. 38/ The final rule also provides the notifier with the option to

submit a supplement to a GRAS Notice, or an amendment to a GRAS Notice. An amendment to a

GRAS Notice may be submitted to update your GRAS Notice, or in response to a question from

FDA, before FDA responds to your GRAS Notice by letter or ceases to evaluate your notice. 39/ A

supplement to a GRAS Notice may be filed after FDA has responded to the Notice by letter, or after

FDA has ceased evaluating the notice upon request. 40/ A notifier may request in writing that FDA

cease its evaluation of a GRAS Notice at any time, and such a request does not preclude a future

GRAS Notice submission. 41/

The final rule also provides a mechanism for FDA to coordinate its review of a GRAS Notice with

other federal agencies. For example, 21 CFR §170.270 covers the procedures that apply when the

intended conditions of use of a notified substance include use in meat, poultry, or egg products

under the U.S. Department of Agriculture’s (USDA) Food Safety and Inspection Service (FSIS)’s

jurisdiction. FDA and FSIS also signed a memorandum of understanding that establishes the

working relationship between these two agencies. 42/

* * *

We will continue to monitor developments concerning GRAS substances and FDA’s voluntary GRAS

notification program. If you have any questions, or if we can be of any assistance, please do not

hesitate to contact us.

35/ 21 CFR § 170.250.
36/ See id.
37/ 21 CFR § 170.255.
38/ 21 CFR § 170.265.
39/ 21 CFR § 170.260.
40/ 21 CFR § 170.280.
41/ See supra note 39.
42/ Memorandum of Understanding Between the FSIS and FDA, MOU Number 225-00-2000
(2015).


