
A S K  T H E  R E G U L A T O R S

The U.S. Food and Drug Administra-
tion (FDA) has regulatory oversight

for substances added to food, including
monitoring their safe use. Under the
Federal Food, Drug, and Cosmetic Act
(FDCA), FDA must review the safety of
food and color additives before manufac-
turers and distributors can market them.
To initiate this review, sponsors are
required to submit a petition or notifica-
tion that includes appropriate test data to
demonstrate the safety of the intended
use of the substance. The agency also has
a notification program for substances
that are “Generally Recognized As Safe”
(GRAS). Finally, developers of foods
derived from bioengineered plants con-
sult with FDA to ensure that all safety
and regulatory questions are resolved
prior to marketing. 

The newly formed Office of Food
Additive Safety (OFAS) within FDA’s
Center for Food Safety and Applied
Nutrition (CFSAN) is FDA’s one-stop
shop for questions about the safety of
food ingredients, food packaging and
food processing equipment, including
sources of radiation used to treat or
inspect food, and foods derived from
bioengineered plants. OFAS is the lead
for FDA’s food and color additive peti-
tion processes, the consideration of inde-
pendent determinations of GRAS status,
and  review of notifications for food con-
tact substances. 

The new structure of OFAS reflects
the tremendous changes that the food
ingredient review program has under-
gone in the past decade. These changes
include the proposal in 1997 to replace
the GRAS affirmation petition process
with a GRAS notice procedure, and the
statutory provisions of the Food and
Drug Administration Modernization Act
of 1997 (FDAMA) that created the food
contact substance notification process.
Detailed information can be found at
www.cfsan.fda.gov/~lrd/foodadd.html.

OFAS, the former Office of Premarket
Approval (OPA), is structured based on

its review responsibilities. The new struc-
ture consists of four divisions, three of
which are focused on particular types of
reviews—the Division of Petition Review,
the Division of Food Contact Substance
Notification Review, and the Division of
Biotechnology and GRAS Notice
Review. The fourth, the Division of
Chemistry Research and Environmental
Review, includes the OFAS’s laboratory
groups and its environmental review
group. There also are two distinct organi-
zational units immediately under the
OFAS Director: the Office Operations
Staff and the Staff of the Associate
Director for Science and Policy. The
Office Operations Staff oversees most of
the administrative matters within the
office, including correspondence and
Freedom of Information (FOI) requests.
The Associate Director for Science and
Policy supervises a staff of the senior
office personnel in the areas of regulato-
ry science and policy.

OFAS’s new structure is partially a
result of a total of  $11.4 million of addi-
tional funding that was provided starting
in Fiscal Year (FY) 2000 to improve the
food additive safety review program by
increasing the efficiency of the submis-
sion and review process. Importantly, the
new funding has made it possible to hire
review and regulatory experts in the vari-
ous review areas. The new structure of
OFAS has a number of advantages,
among which are clearer delineation of
responsibility among the review divisions
based on the regulatory status of a food
ingredient or submission type. In addi-
tion, each of the three divisions with spe-
cific review responsibilities contains the
majority of the resources necessary to
complete its assigned reviews. Thus,
accountability and oversight for the vari-
ous review processes is increased. One
result of the increase in review resources
is the greater ability for each review divi-
sion to actively work with industry prior
to providing their data submissions to
the agency and to provide improved

guidance to potential petitioners through
a variety of means, including the website. 

Over the past few years OFAS has
made most of its guidance available via
the Internet. Efforts are underway to cre-
ate  a “paperless” office by establishing an
electronic submission capability. Curr-
ently, food and color additive petitions
may be submitted in this manner. The
Food Additive Regulatory Management
(FARM) system, which makes documents
under review in the office available to all
employees electronically, also provides a
modern tracking system for the reviews. 

THE DIVISION OF PETITION REVIEW
The Division of Petition Review

(DPR) oversees the heart and soul of
FDA’s premarket review program for
food ingredients, the safety review of the
food and color additive petition. This
division is charged with the premarket
review of direct food and color additive
petitions, such as new sweeteners and
antimicrobials for meats, fruits and veg-
etables. In addition, the color additive
petition review program in DPR per-
forms the safety review for color addi-
tives used in all FDA-regulated applica-
tions, including foods, cosmetics, drugs
and medical devices. DPR has benefited
from the restructuring to bring those
individuals most experienced in the
review of food and color additive peti-
tions under one managerial umbrella.

The creation of DPR is the latest step
in an ongoing process of streamlining the
food and color additive petition review
process. This effort began in earnest in
mid-1995 when FDA committed to dra-
matically reduce the inventory of food
and color additive petitions and to meet
realistic and predictable time frames for
reaching decisions on newly submitted
petitions. Since 1995, the office has
reduced its inventory of food and color
additive petitions under review from
more than 200 to fewer than 25. In addi-
tion to the initial inventory in 1995, FDA
also received about 300 additional peti-
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tions during the above period, so the true
number of petitions processed since mid-
1995 is approximately 500. Many efforts
have contributed to this outcome,
including the statutory and regulatory
changes listed above, the creation of spe-
cialized review groups, the codification
of a threshold of regulation policy, and
the use of contract reviews to augment
agency resources. 

Among the specialized responsibilities
of DPR is oversight of FDA’s expedited
review process for food additives that are
expected to have a significant impact on
food safety. For example, a number of
antimicrobials used in processing of meat
and poultry have been evaluated under
this program initiated in 1998 in res-
ponse to growing concerns regarding the
microbial contamination of food (Tables
1 and 2). To date, the program has shep-
herded the review of 23 food additive
petitions with an average response rate
on the order of 180 days. Since its incep-
tion, the performance of this program
has been a high priority for CFSAN.

THE DIVISION OF FOOD CONTACT
SUBSTANCE NOTIFICATION REVIEW

The creation of the food contact noti-
fication (FCN) process by FDAMA and
the resources made available to FDA to
implement that program drove the cre-
ation of a new division to implement it.
The committee that developed the regu-
lations and guidance for the FCN pro-
gram also recommended the creation of a
separate review division for food contact
notifications.

Prior to the creation of the FCN pro-
gram, all of the food contact substances,
which were informally called “indirect”
food additives, had to undergo the same
premarket approval process as those
compounds added directly to food.
Thus, components of food packaging
that become components of food at only
very low levels were authorized in the
same way as artificial sweeteners, antioxi-
dants and color additives. Since the pas-
sage of the food additives amendment to
the FDCA in 1958, FDA and its regulat-
ed industry have both felt that there
might be a more efficient way to regulate
food contact substances. Over the years,
FDA made several improvements in the
review program for food contact sub-
stances that were possible within the con-
fines of the existing statute. These includ-
ed a “threshold of regulation policy”
which was based on a de minimis legal
theory, on an evaluation of available tox-
icity data of representative chemical com-
pounds, and with a “special project team”

(SPT) that expedited the review of the
most routine indirect food additive peti-
tions. The work of the SPT and threshold
of regulation teams laid the groundwork
for the successful implementation of the
FCN program that now inventories more
than 235 effective notifications. An FCN
becomes effective 120 days from receipt
of a complete notification for the sub-
stance unless the agency objects.

THE DIVISION OF BIOTECHNOLOGY
AND GRAS NOTICE REVIEW

This division conducts consultations
with industry in regard to the safety and
regulatory status of bioengineered foods.
It evaluates notices that are submitted in
support of a sponsor’s conclusion that a
substance is not subject to premarket
review and approval because it is GRAS. 

In the Federal Register of May 29, 1992
(57 FR 22984), FDA published its
“Statement of Policy: Foods Derived
from New Plant Varieties.” The 1992 pol-
icy clarified the agency’s interpretation of
the application of the FDCA with
respect to human foods and animal feeds
derived from new plant varieties and pro-
vided guidance to industry on scientific
and regulatory issues related to these
foods. In the 1992 policy, FDA recom-
mended that developers consult with
FDA about bioengineered foods under
development; since then, developers
have routinely done so. 

The process for such consultations
often begins relatively early in the devel-
opment of the bioengineered plant prod-
ucts and consists of an iterative exchange
of information. OFAS guides the sponsor

Date FR Citation Subject

1/22/2001 66 FR 6469 Final rule: Holliday Pigments, Ltd. Manganese ammonium
pyrophosphate (C.I. Pigment Violet 16) as colorant for all
polymers. 21 CFR 178.3297.

3/7/2001 66 FR 13652 Final rule: Bayer Co. Dimethyl dicarbonate as microbial con-
trol agent. 21 CFR 172.133.

3/7/2001 66 FR 13653 Final rule: Troy Corp. Butanedioic acid, sulfo-1,4-diisodecyl
ester, ammonium salt as surface active agent in adhesive
formulations and in paper and paperboard components. 21
CFR 175.105, 175.125, 176.170, 176.180, and 178.3400.

3/8/2001 66 FR 13846 Final rule: Cultor Food Science, Inc., DSM Food Specialties,
and Protein Technologies International. 21 CFR 172.155.

4/2/2001 66 FR 17508 Final rule: National Starch and Chemical Co. Food starch
modified by amylolytic enzymes. 21 CFR 172.892.

4/10/2001 66 FR 18537 Final rule: Analytical Systems Engineering Corp. High
Energy X-rays to inspect cargo containers that may contain
food. 21 CFR 179.21.

5/16/2001 66 FR 27020 Final rule: Novozymes North America, Inc. Alpha- acetolac-
tate decarboxylase enzyme preparation from Bacillus subtilis
modified by recombinant to contain gene coding for the
enzyme from B. brevis used as an aid to produce alcoholic
malt beverages and distilled liquors. 21 CFR 173.115.

7/23/2001 66 FR 38152 Final rule: Hercules, Inc. Change in softening point for gum
or wood rosin derivatives used as plasticizing materials in
chewing gum base. 21 CFR 172.615.

5/20/2002   67 FR 35429 Final Rule: Kraft Foods, Inc., Sodium copper chlorophyllin as
a color additive in citrus-based dry beverage mixes.
21 CFR 173.125

6/25/2002    67 FR 42714  Final Rule: Enzyme Bio-Systems Ltd., Dimethylamine-
epichlorohydrin and acrylamide-acrylic resins, individually or
together, as fixing agents for the immobilization of glucose
isomerase enzyme preparations. 21 CFR 173.357

7/9/2002  67 FR 45300  Final Rule: Monsanto Co., Neotame as a nonnutritive sweet-
ener for tabletop use. 21 CFR 172.829

7/9/2002  67 FR 45300 Final Rule: Monsanto Co., Neotame as a nonnutritive sweet-
ener for general-purpose use in food. 21 CFR 172.829
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Table 1. Federal Register rules issued in response to food and color additive petitions in
2001-2002 (excluding expedited review).



through the development and evaluation
of appropriate data to ensure that all
food safety questions have been
addressed. To date, FDA has completed
consultations with industry on more
than 50 bioengineered plant products. A
list of the completed consultations can
be found on the OFAS web site. In
January 2001, FDA issued a proposal to
establish a mandatory premarket notifica-
tion program for bioengineered foods
from new plant varieties. FDA received
numerous comments on the proposed
notification process; these are receiving
careful consideration by the agency.

A substance that will be added to food
is subject to premarket approval by FDA
unless its use is prior sanctioned or deter-
mined GRAS by qualified experts. On
April 17, 1997, FDA issued a proposed
rule (62 FR 18938) that would establish a
notification procedure whereby any per-
son may notify FDA of a determination
by that person that a particular use of a
substance is GRAS. As described in the
GRAS proposal, the agency evaluates
whether each submitted notice provides a
sufficient basis for a GRAS determina-
tion and if information in the notice or
otherwise available to FDA raises issues
that lead the agency to question whether
use of the substance is GRAS. 

Following evaluation, FDA responds
to the notifier by letter, generally in one
of three ways: (1) the agency does not
question the basis for the notifier’s
GRAS determination; (2) the agency
concludes that the notice does not pro-
vide a sufficient basis for a GRAS deter-
mination (e.g., because the notice does
not include appropriate data, or because
the available data raise questions about
the safety of the notified substance); or
(3) the agency has, at the notifier’s
request, ceased to evaluate the GRAS
notice. Between February 1998 and
September 2002, FDA received 115
GRAS notices and responded with an
average response time of 160 days.

THE DIVISION OF CHEMISTRY RESEARCH
AND ENVIRONMENTAL REVIEW

This division within OFAS encom-
passes two groups of scientists—the chem-
istry laboratory groups and the environ-
mental review group. The laboratory staff
includes both a food contact substance
and direct additive group that performs
research and specialized reviews in sup-
port of OFAS’s premarket review activi-
ties. These laboratory groups have con-
ducted research on many food safety
issues related to food packaging and
direct additives such as bromates in bak-

ery products, migration from food pack-
aging and recycled materials, endocrine
disruptors in food and food packaging,
and irradiation of food packaging and
foods.1-5 The environmental staff has the
responsibility for reviewing all submis-
sions to CFSAN in accordance with the
National Environmental Policy Act.

OTHER OFAS ACTIVITIES
While the OFAS focus is assuring the

safe use of ingredients used in traditional
foods and of substances used in food
packaging, OFAS scientists support many
other CFSAN programs, including those
responsible for the review of dietary sup-
plements and infant formulas. Through
work with the National Academy of
Sciences, OFAS scientists oversee efforts
to create standards for food ingredients
in the U.S. and work to set international
standards through Codex Alimentarius.
In sum, the OFAS program in CFSAN is
an integral part of the agency’s mission to
protect public health.

Mitchell A. Cheeseman, Ph.D., is the Director
of the Division of Food Contact Substance
Notification Review in OFAS. He has worked at

FDA in the areas of food and color additives
and GRAS substances since 1991.

James C. Wallwork, Ph.D., is involved in
the review of food and color additive petitions
as an acting supervisory consumer safety offi-
cer in the OFAS Division of Petition Review. 
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Table 2. Federal Register rules issued in response to food additive petitions that were subject to
expedited review in 2001-2002.

Date FR Citation Subject

2/16/2001 66 FR 10574 Final rule: National Center for Food Safety and Technology,
Illinois Institute of Technology. X-radiation and electron beam
energy sources for treatment of prepackaged foods by irradi-
ation. 21 CFR 179.45.

5/7/2001 66 FR 22921 Final rule: Alcide Corp. Acidified sodium chlorite as antimi-
crobial agent in post-chill carcass spray or dip applied to
poultry meat, organs, or related parts or trim. 
21 CFR 173.325.

6/13/2001 66 FR 31840 Final rule: Alcide Corp. Acidified sodium chlorite as antimi-
crobial agent in processed, comminuted, or formed meat
products prior to packaging. 21 CFR 173.325.

6/26/2001 66 FR 33829 Final rule: Electric Power Research Institute, Agriculture and
Food Technology Alliance. Ozone in gaseous and aqueous
phase as an antimicrobial agent on food, including meat and
poultry. 21 CFR 173.368. 

9/19/2001 66 FR 48208 Final rule: Ecolab, Inc. Mixture of peroxyacetic acid, octanoic
acid, acetic acid, hydrogen peroxide, peroxyoctanoic acid,
and 1-hydroxyethylidene-1,1-diphosphonic acid as an antimi-
crobial on poultry carcasses, poultry parts and organs. 
21 CFR 173.370.

4/3/2002 67 FR 15719 Final rule: Alcide Corp. Use of acidified solutions of sodium
chlorite for processed fruits and vegetable processing
waters.

10/2/02 67 FR 61783 Final rule: Ecolab, Inc. (FAP 2A4731). A mixture of peroxy-
acetic acid, octanoic acid, acetic acid, hydrogen peroxide,
peroxyoctanoic acid, and 1-hydroxyethylidene-1,1-diphos-
phonic acid as an antimicrobial agent on meat carcasses,
parts, trim, and organs. 21 CFR 173.370   
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