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The Final GRAS Regulation: 
Putting the Voluntary 
Notification Procedure in Place

What to expect from the 
final rule

Almost 20 years after it was first proposed, the 
U.S. Food and Drug Administration (FDA) 
published a final regulation that formally 
replaces the generally recognized as safe
 “GRAS” affirmation petition process with a 

voluntary notification procedure. In practice, however, 
FDA has accepted GRAS notifications since 1998, ef-
fectively abandoning the GRAS petitioning process at 
that time. 
 Issued on August 17, 2016, the final regulation also 
clarifies the criteria used to determine whether the use 
of a substance in human or animal food is GRAS under 
its intended condition of use.1 While maintaining much 
of the status quo, the final regulation clarifies the types 
of data that can be used to support a GRAS conclusion, 
expands the required dietary exposure information and 
implements changes in how confidential information is 
handled. It also mandates new format requirements for 
GRAS notices (previously “GRAS notifications”).

Background on the GRAS Exemption/Exclusion
 The GRAS exemption was established by the Food 
Additives Amendment of 1958, which defined the 
exemption as applying to a substance that is “gener-
ally recognized, among experts qualified by scientific 
training and experience to evaluate [its] safety, as hav-

ing been adequately shown through 
scientific procedures (or, in the case of 
a substance used in food prior to Janu-
ary 1, 1958, through either scientific 
procedures or experience based on 
common use in food) to be safe under 
the conditions of its intended use.” 
Such substances are excluded from the 
definition of a food additive and, there-
fore, are permitted to be used without 
premarket clearance from FDA. Thus, a 
substance may be used on the basis that 
it is GRAS based on a determination 
made by individual companies as to 
whether the statutory standard has been 
met and without review by FDA. FDA 
regulations have long required the same 
quality and quantity of scientific data 
to support a GRAS determination as 
are necessary to support a food additive 
petition. 
 In 1958, FDA first published a list of 
substances it recognized as GRAS in the 
Code of Federal Regulations (21 C.F.R. Part 
182). This list came about when manu-
facturers would write the agency and 
request an informal opinion letter as 
to its determination that a GRAS posi-
tion was justified. This continued until 
1972, when FDA established though 
rulemaking a voluntary GRAS affirma-
tion petition process, whereby an indi-
vidual or company could petition FDA 
to review and affirm the GRAS status 
of a substance. FDA would then pub-
lish a notice of the filing in the Federal 
Register, request comments, conduct a 
comprehensive review and then publish 
a final rule in the Federal Register if the 
agency agreed with the petition. Due to 
a backlog of petitions by the late 1980s, 
petitioners often began marketing a sub-
stance once FDA had accepted a peti-
tion for filing. As time went on, FDA 
typically did not take further action on 
these petitions, after accepting them for 
filing. 
 The next milestone occurred in 1997, 
when FDA proposed a voluntary GRAS 

By George G. Misko, Esq.

Rep R i nted f Rom food Saf et y  maga z i n e ,  ap R i l/may 2017,  w ith  p eR m i SS ion of  th e  p u b l i Sh eR S .
© 2016 by  th e  taRget  gRou p •  w w w.foodSaf et ymaga z i n e .com



notification regulation. With the pro-
posal, FDA invited interested parties to 
file notifications for substances in which 
they were interested in taking a GRAS 
position, instead of submitting GRAS 
affirmation petitions. This effectively 
put the GRAS affirmation petition pro-
cess on ice. Under the proposed GRAS 
notification rule, FDA would evaluate 
the data and then 
inform the submitter 
that either it has no 
questions currently as 
to the basis for the de-
termination, or it has 
determined that the 
notice does not pro-
vide a sufficient basis 
for a GRAS determina-
tion and explain the 
reasons. If the issues 
raised by the agency 
could be satisfactorily 
answered, FDA would 
respond by saying it 
had no questions.  
 Between 1998 and 
December 31, 2015, 
FDA’s Center for Food 
Safety and Applied 
Nutrition responded 
to 614 GRAS notices. 
FDA’s Center for Vet-
erinary Medicine (CVM) established an 
interim pilot program for GRAS notices 
in December 2010, and between then 
and December 31, 2015, responded to 
18 GRAS notices.
 Calls to finalize the GRAS notifica-
tion rule began in 2010 with the publi-
cation of the Government Accounting 
Office (GAO) report Food Safety: FDA 
Should Strengthen Its Oversight of Food 
Ingredients Determined to Be Generally 
Recognized as Safe (GRAS). GAO also 
recommended that FDA should: 1) is-
sue guidance on how to support GRAS 
conclusions; 2) minimize the potential 
for conflict of interest on “GRAS pan-
els;” 3) require that the GRAS status 
of a substance be reconsidered as new 
scientific information emerges; 4) de-
velop a strategy to require any company 
that conducts a GRAS determination 

to provide FDA with basic information 
about the determination; and 5) obtain 
more information on nanomaterials 
used in food. FDA did request further 
comments on the proposed 1997 GRAS 
notification procedure in December 
2010.
 Concern about FDA’s lack of suf-
ficient information to assess the safety 

of GRAS substances 
was also expressed in a 
November 2013 report 
by The Pew Charitable 
Trusts, entitled Fixing 
the Oversight of Chemi-
cals Added to Our Food. 
The Pew report recom-
mended that Congress 
update the Food Ad-
ditives Amendment 
of 1958 to ensure that 
FDA approve the use 
of all new chemicals 
added to food and re-
view changes to exist-
ing uses of previously 
approved additives. 
In February 2014, 
the Center for Food 
Safety filed a lawsuit 
to vacate the 1997 
proposed notification 
rule, which would 

have effectively reinstated the petition 
process. Under a Consent Decree is-
sued by the U.S. District Court for the 
District of Columbia, FDA agreed to 
issue a final rule on the GRAS review 
program by August 31, 2016. 

The Final GRAS Rule
 In finalizing the voluntary GRAS 
notification procedure, FDA pointed 
out that Section 201(s) of the Federal 
Food, Drug, and Cosmetic Act of 1938 
allows a substance that is GRAS for a 
particular use to be marketed for that 
use without premarket approval. In re-
sponse to a comment on the proposed 
rule that FDA require companies to no-
tify the agency of a conclusion of GRAS 
status, FDA responded that it lacked the 
statutory authority to require companies 
to submit GRAS notices under the pro-

visions of Section 201(s). However, the 
agency pointed out that the criteria for 
a conclusion that a substance is GRAS 
under the conditions of its intended use 
apply to all conclusions of GRAS status, 
not just those in a GRAS notice.
 The final GRAS rule specifies the 
process for submitting a GRAS notice 
and the information that should be 
included in the notice. More specifi-
cally, the rule addresses the scientific 
evidence that should be submitted to 
demonstrate safety, as well as the man-
ner in which a notifier can demonstrate 
that the scientific evidence used to 
establish safety is generally available to 
the relevant expert scientific community 
and accepted by that community as 
demonstrating a reasonable certainty of 
no harm.
 The final rule clarifies that “General 
recognition of safety requires common 
knowledge, throughout the expert scien-
tific community knowledgeable about 
the safety of substances directly or indi-
rectly added to food, that there is a rea-
sonable certainty that the substance is 
not harmful under the conditions of its 
intended use.” Common knowledge can 
be based on either scientific procedures 
or experience based on common use of 
a substance in food prior to January 1, 
1958.
 A GRAS notice must include seven 
parts, namely:
• Signed statements and a certification
• The identity, method of manufac-

ture, specifications and physical or 
technical effect of the notified sub-
stance

• Dietary exposure information
• Self-limiting levels of use in circum-

stances where the amount of the 
notified substance that can be added 
to human food or animal food is 
limited because the food containing 
levels of the notified substance above 
a particular level would become un-
palatable or technologically impracti-
cal

• The history of consumption of the 
substance for food use by a sig-
nificant number of consumers (or 
animals) prior to January 1, 1958, if 
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a conclusion of GRAS status is based 
on common use of the substance in 
food prior to 1958

• A narrative that provides the basis 
for the notifier’s conclusion of 
GRAS status, including why the 
scientific data, information, meth-
ods and principles described in the 
notice provide a basis for the con-
clusion that the 
notified substance 
is generally rec-
ognized, among 
qualified experts, to 
be safe under the 
conditions of its 
intended use

• A list of the gener-
ally available data, 
information and 
methods the noti-
fier cites in the 
GRAS notice 

 Confidential infor-
mation or trade secrets 
are not permitted in 
Part 1 of GRAS notic-
es, and when included 
in other parts, the notifier must explain 
the basis for a conclusion of GRAS 
status if qualified experts do not have 
access to the confidential information. 

Data Requirements
 FDA explains in the Federal Register 
notice that “general recognition of safe-
ty through scientific procedures must be 
based upon the application of generally 
available and accepted scientific data, 
information or methods, which ordinar-
ily are published, as well as the applica-
tion of scientific principles, and may 
be corroborated by the application of 
unpublished scientific data, information 
or methods.” FDA clarifies that while 
publication in a peer-reviewed scien-
tific journal is the usual mechanism to 
establish that information is publicly 
available, a conclusion of GRAS status 
can also be supported by other means, 
such as published technical literature 
in textbooks or reports by the Joint Ex-
pert Committee on Food Additives (a 
committee of the Food and Agriculture 

Organization and the World Health 
Organization). Unpublished data and 
information can be used to confirm a 
conclusion of GRAS status; however, 
the conclusion must be based solely on 
the publicly available information. A 
notifier must also ensure that all data—
including unfavorable unpublished 
data—are discussed. 

The new GRAS 
rule requires informa-
tion about dietary 
exposure in both Parts 
3 and 6 of the notice. 
Part 3 addresses how 
much of the notified 
substance consumers 
would eat as part of 
the total diet—both 
from its intended 
use and from other 
sources in the diet—in 
addition to how much 
consumers would eat 
of other, related sub-
stances, such as con-
taminants and byprod-
ucts. Part 6 requires 

the notifier to discuss the safety of the 
notified substance, taking into account 
all dietary sources and any chemically or 
pharmacologically related substances.
  Part of the new GRAS regulations 
specifically addresses animal feed. For 
example, sufficient data and informa-
tion must be provided to address safety 
for both the target animal and for hu-
mans consuming food derived from 
the animal. However, the requirements 
specific to animal feed do not represent 
a change from CVM’s current practice 
under its interim pilot program.

How FDA Will Respond
 Once FDA receives a GRAS notice, 
the agency will conduct an initial evalu-
ation and will either file the notice and 
inform the notifier of the filing date 
or send the notifier a letter explaining 
why the GRAS notice is not being filed. 
FDA will generally respond to a GRAS 
notice within 180 days of filing but may 
extend its response time by 90 days. 
 FDA’s possible responses to a GRAS 

notice are similar to the options avail-
able under the proposed rule: 1) send a 
“no questions” letter; 2) send an insuf-
ficient-basis letter; or 3) send a cease-to-
evaluate letter when the notifier requests 
that FDA stop evaluating the notifica-
tion. However, FDA explains that future 
responses to GRAS notices may not fit 
within one of the current categories of 
response letters.
 Under the interim pilot program, 
a cease-to-evaluate letter generally 
repeated any reason specified in the 
request letter. FDA will now include a 
discussion of the substantive reason(s) 
why the agency is ceasing its evaluation. 
Additionally, FDA may not honor a 
cease-to-evaluate request.
 The final GRAS rule expands the 
amount of information that is publicly 
available. For example, even though 
FDA will not post on its website letters 
informing notifiers that a GRAS notice 
will not be filed (since there would not 
be a related entry for the GRAS notice 
to which the letter could be associ-
ated), a decision to release the letter in 
response to a Freedom of Information 
Act request could be made on a case-
by-case basis. A GRAS notice cannot be 
withdrawn from the public record once 
submitted.
 The final rule became effective Octo-
ber 17, 2016.  n
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