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The Honorable Jon S. Corzine
United States Senator

208 White Horse Pike

Suite 18-19

Barrington, New Jersey 08007

Dear Senator Corzine:

Thank you for your letter of July 3, 2001, on behalf of
your constituent, Ms. Carol Lydick of Allentown, New Jersey.
Ms. Lydick is concerned about the accurate labeling of
allergens in foods, genetically modified foods, and
pharmaceuticals. She suffers from Celiac disease, which
causes intolerance to the protein component of the gluten in
wheat, barley, rye, and oats. She also has intolerances to
soybean, corn, dairy, and fluoride. Ms. Lydick is concerned
that foods contain “hidden” ingredients that are not declared
on the label.

\
The Food and Drug Administration (FDA or the Agency)
appreciates the difficulties faced by persons with food
allergies and food intolerances. We have enclosed a Notice to
Manufacturers that FDA distributed to food manufacturers,
trade associations, and other food industry groups. It
outlines steps to ensure that allergens are declared on food
labels.

In the Notice, we ask manufacturers to examine their product
formulations for known allergens and to be sure to declare the
presence of these ingredients in the ingredient statement on
the label. Please note that wheat is included in the list of
common allergens. We believe that the inclusion of wheat in
the list will help enable persons who have Celiac disease to
avoid many products containing gluten.

By way of background, the Federal Food, Drug, and Cosmetic
(FD&C) Act requires, in virtually all cases, that labels of
food fabricated from two or more ingredients bear a
declaration of each ingredient, by its common or usual name,
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in descending order of predominance by weight in the
ingredient statement. There are two very narrow exemptions
from this ingredient-labeling requirement. The first is
provided in section 403(i) of the FD&C Act. It states that
spices, flavorings, and certain colorings may be declared
collectively without naming each one.

The second is provided in Title 21, Code of Federal
Regulations § 101.100(a). It states that incidental
additives, such as processing aids that are present at
insignificant levels and that do not have a technical or
functional effect in the finished food, do not have to be
declared on the label. Since evidence suggests that some
allergenic substances can cause serious allergic responses in
some individuals upon ingestion of very small amounts, FDA’s
Notice advised manufacturers that an allergen cannot be
determined to be present at an insignificant level and
therefore does not qualify for an exemption.

FDA has been working with industry and consumer groups to
raise awareness about the presence of allergens in foods and
to identify practical approaches for the labeling of
allergens. Addressing food allergen issues has been
identified as a priority this year by FDA’s Center for Food
Safety and Applied Nutrition (CFSAN). Specifically, CFSAN
plans to develop a strategy for exploring clearer labeling of
food allergens and just recently held a public meeting on
August 13, 2001.

Importantly, CFSAN has received and is currently reviewing
petitions that raise concerns similar to those of Ms. Lydick.
We have forwarded her correspondence to the docket for this
matter for inclusion in the record (Docket #00P-1322). Please
be assured that we will consider all comments before making a
final decision on this issue. For your information, we have
also enclosed a recent article entitled, “Food Allergen
Awareness: An FDA Priority”.

Regarding Ms. Lydick’s interest in the labeling of
bioengineered foods, FDA does not require that biocengineered
foods and foods containing bioengineered ingredients be
labeled as such. On January 18, 2001, FDA issued draft
guidance for the voluntary labeling of products indicating
whether they were produced through bioengineering or contain
bioengineered ingredients (copy enclosed). The public comment
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period on the draft guidance closed on March 19, 2001, and FDA
is in the process of evaluating the more than 55,000 comments
received.

In a related matter, on January 18, 2001, FDA published a
proposed rule (copy enclosed) to require that developers of
bioengineered plant varieties notify FDA of their intention to
market such products. FDA has proposed that specific
information be submitted to help determine whether the foods
pose potential safety, labeling, or adulteration issues. In
addition, the Agency has made a commitment to ensuring that
consumers have access to information about new biocengineered
food products in a timely fashion, and thus plans to make more
information about these foods available on FDA's website.

The comment period for the proposed rule closed on May 3,
2001, and the Agency is in the process of evaluating the more
than 50,000 comments received. More information on food
biotechnology can be found on CFSAN’s at

http:\\www.cfsan.gov/~lrd/biotechm.html.

Finally, to address Ms. Lydick’s concerns about the labeling
of pharmaceuticals, The FD&C Act generally does not require
the declaration of inactive ingredients on the labels of
prescription drugs. However, by regulation, FDA has required
that labels of non-oral dosage forms of prescription drug
products identify the products’ inactive ingredients and, in
the case of products for parenteral injection, that the labels
indicate the proportion of the inactive ingredients.

' As information becomes available to FDA indicating a
relationship between a particular inactive ingredient and a
potential hazard to consumers, appropriate steps may be taken
either to require labeling to contain information about the
relationship or to prohibit the use of those ingredients in
prescription drugs. This was the basis for the ruling on FD&C
Yellow No. 5, a potential sensitizing agent for many
individuals. FDA published a final regulation in the Federal
Register of June 26, 1979, stating that foods and certain
drugs for human use which contain FD&C Yellow No. 5 must bear
a label declaration to that effect. '

In addition, prior to having her prescriptions filled,
Ms. Lydick may wish to have her physician or pharmacist
contact the manufacturer of the drug to ascertain the inactive
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ingredients. Also, she may wish to contact the manufacturer
herself. Finally, the best source of information locally may
be a referral from her physician to a dietetic specialist.
Thanks again for contacting us concerning this matter. If you
have further questions, please let us know.

Sincerely,
, Melinda K. Plaisier
Associate Commissioner

for Legislation

Enclosures
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U. S. Food and Drug Administration -
Center for Food Safety and Applied Nutrition
February-March 2001

Food Allergen Awareness: An FDA
Priority

New initiatives focus on allergens in 2001.
Authors

Reprinted from Food Safety Magazine February-March 2001 issue

(Also available in PDF format)

As part of the public health mission to keep food safe, the U. S. Food and Drug
Administration (FDA) is increasing its activity on food allergen awareness. FDA’s 2001
- allergen priorities for the Center for Food Safety and Applied Nutrition (CFSAN)

describe new initiatives.® For example, a major goal is to provide guidance to industry .
and regulators on how to manage allergens through approprlate manufacturing and
Iabehng practices.

For sensitive individuals, the presence of allergens in food is potentially life-
threatening. Currently, there is no cure for food allergy. The only successful method
to manage food allergy is avoidance of foods containing the allergen. Fortunately,
most consumers are aware of their specific sensitivities and can avoid foods that
might result in a life-threatening situation. For example, a person with a peanut
allergy may find it easy to avoid whole peanuts. Formulated foods, however, present a
separate challenge. In such cases, the individual relies on accurate ingredient Iabellng
The FDA, food manufacturers and special interest groups are working to increase
public awareness of the seriousness of allergic reactions and to assure that allergens

are appropriately labeled in food pr.oducl:t:s.2 For example, one of the U. S. Department
of Health-and Human Services' "Healthy People 2010" initiatives for the coming
decade is to reduce the number of deaths due to anaphylaxis caused by food

allergens.3

"~ Allergic reaction's_are reported to be caused by a large variety of foods, and in theory,

any food protein is capable of causing an anaphylactic reaction.* Agency allergen
awareness efforts currently focus on the eight foods that are most frequently
implicated in serious allergic responses: milk, eggs, fish, wheat, tree nuts, legumes
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(particularly, peanuts and soybeans), crustaceans and mollusks.! Allergenic proteins
in these eight foods are estimated to cause 90% of the allergic reactions in the U. S.°
Some of these foods, such as milk and eggs, are often used as added ingredients in
formulated products. Low amounts of these proteins may elicit a response and
reactions may vary from mild to life-threatening, depending on a person's particular
sensitivity. (Other substances, such as FD&C Yellow No. 5, sulfites and
carmine/cochineal extract, also may cause allergic or allergic-type reactions.)

The number of allergic individuals in the U. S. is unknown. Estimates suggest,
however, that 1.5% of the adult population and 5% of children younger than three

years old have some form of food allergy.® One estimate of the number of fatal food
‘anaphylaxis cases in the U. S. is 125 per year.?

THE INGREDIENT LABEL: ALERT FOR THE ALLERGY-SENSITIVE
PERSON

The Federal Food, Drug, and Cosmetic Act (FD&C) requires, in virtually all cases, a
complete listing of all the ingredients of a food on the food label. In certain cases,
such as with allergens, public health concerns have been noted as FDA took steps to
require particular wording in an ingredient statement. For example, 21 Code of
Federal Regulatlons (CFR) 102.22 requires the food source identification for protein

hydrolysates, e. g. “hydrolyzed wheat gluten,” and “hydrolyzed soy protein. 7 Failure
to list an ingredient.on the food label, particularly an allergen, has resulted in product
recalls. A recent review of FDA food recall.a'ctions for undeclared allergens such as
peanuts, egg, or milk revealed an increase in recalls during the last decade. Recall
activity increased from an average of 35 per year at the beginning of the last decade
to an average of 90 per year during the last four years of the same decade (Figure 1).

| 100

R

3
LR

g
)

s

$85523333
R

PN SRR AN
SN S B

8 B

ol : E i T8 i < B ;
80 -3} B2 83 B4 B3 B85 57 8 9B

Figure 1. FDA food allergen recalls.
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Additionally, FDA has received a number of reports of consumers who experienced
‘adverse reactions following exposure to an allergenic substance in foods. Many of
these exposures occurred because the presence of the allergenic substance in the
food was not declared on the food label. This public health concern has prompted FDA
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to develop an initiative on food allergen awarenéss.

- In the spirit of the 1990 Nutrition Labeling and Education Act (NLEA), FDA’s activities

- during the past 10 years have encouraged consumers to read the product label. While
it is understood that an added ingredient must be declared in the ingredient
statement, food manufacturers must pay particular attention to instances in which
inadvertent introduction of allergens can potentially occur because of the firm's
production practices; for example, rework addition, product carryover due to use of
common equipment, production scheduling or allergenic product above exposed
product lines. ' '

In 1996, FDA issued a notice to the food industry alerting manufacturers and trade
associations, requesting assistance in addressing the major public health problem of

undeclared allergens in food.8° FDA commented on current labeling requirements,
voluntary labeling practices used by industry and various options such as additional
rulemaking to alert consumers to the presence of allergens. In particular, the FDA

" noted the importance of declaring allergens even when present in very low amounts.

COLLECTIVE NAMING AND INCIDENTAL INGREDIENTS

The 1996 notice describing FDA's policy for food allergens outlined “exemptions”

under the law for the labeling of ingredients, including food allergens on food
packaging, and noted the use of precautionary statements such as “may contain” on
food ingredient labeling. The “exemptions” are of two types: One focuses on collective
naming of spices, flavors and colors, and the other on declaration of incidental

additives such as processing aids,10/11

The first exemption refers to collective naming of flavors, certain colors (color
additives exempt from certification in 21 CFR Part 73) and spices. Although these
terms may be used on the food label, they are not completely descriptive. Food labels
with collectively named additives may confuse individuals who wish to avoid allergenic -
substances, particularly when the allergenic substance is not clearly labeled. On
several occasions, the FDA has clarified publicly that the FD&C Act allows spices,
flavors, and colors to be declared collectively without naming each one. In some
instances, these ingredients contain subcomponents that are allergens. Therefore,
FDA recommends that processors declare allergenic ingredients in a spice or in a
flavor. This might be accomplished by either declaring the allergenic ingredient by its
common or usual name in the ingredient list as a separate ingredient or

- parenthetically following the term spice, flavor or color, or as a separate declaration

immediately below the list of ingredients indicating the presence of the allergen. In
addition, for some food labeling decisions, it is also clearly advantageous to the
allergic consumer for the manufacturer to voluntarily declare any allergenic source
from which an ingredient may be derived, such as soy, milk and eggs.

The second “exemption,” incidental ‘additives, refers to food substances that are
exempt from labeling on an ingredient statement because they are used at or find
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their way into food at insignificant levels and do fiét have any technical or functional
effect in that food. In this case, each individual food firm makes an assessment of the
food ingredients that may be introduced during food processing into their final food
product and then determines the ingredient label. This can lead to errors in judgment
~ by the food industry or others invoived in food handling as to what ingredients should
be declared on the food label. While FDA believes that every food firm makes a
sincere effort to label the ingredients in their food products completely, it is also clear
that firms do miss including allergenic ingredients on their food labels. This happens at
times because subtle changes in food processing aids, such as filtering substances,
may introduce allergenic components into the manufactured food and a company may
simply not realize the addition of such an allergen to the final food product. The
agency stated in its 1996 notice that ingredients that are food allergens do not meet
the requirements for incidental additives and therefore are not exempt from -

ingredient declaration.®® When these labeling errors are found by consumers or the
food industry, the food label is usually corrected. At times, these errors also result in a
recall of a company’s products if they reach the marketplace.

PRECAUTIONARY LABELING STATEMENTS

The 1996 notice also addressed the use of precautionary labeling statements.3:°
Statements such as “may contain peanuts” or “made on shared equipment” are
voluntarily placed on food packaging labels by food manufacturers. These statements
tend to express the manufacturers’ concern that their food products could possibly
contain other food ingredients not listed on the food label in the final food products. It
is not clear whether the “may contain (ingredient)” is or is not present in this
particular food package. The agency is gathering data on the extent of use of “may
contain (ingredient)” and other precautionary labeling statements and intends to
address their use in the future.

FOOD ALLERGEN INITIATIVES AND POLICY DEVELOPMENT

Beginning in 2000, CFSAN made increasing consumer and industry awareness to the
presence of allergens in foods a high priority. In meeting the 2000 goal of increased
awareness, CFSAN representatives held meetings at 14 locations in which they made

presentations on allergen risks and labeling requirements.12 CFSAN increased allergen
awareness for those groups who provide food products to the public, as well for
parents who may not be familiar with the challenges of caring for children who have a
food sensitivity. These productive exchanges provided FDA with an opportunity to

- gather information for helpful consumer messages from individuals who, personally,
or through their children, experienced allergic responses. For example, consumers
suggested the use of certain terms to call attention to the presence of an allergen, i.
e. use “milk” in the ingredient statement, if the formulation contains caseinate, or
“egg” if the food contains albumin. The agency also sought to gain insight into
industry allergen management practices and control methods. As part of the 2000

~ effort, FDA and state health departments began working cooperatlvely to establish
uniform inspection procedures for food allergens.
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Continuing these efforts with the 2001 CFSAN priorities, CFSAN plans to proceed with
consumer and industry education efforts and to develop a strategy for clearer labeling
of food allergens on the food label. Priorities include publishing a draft Compliance
Policy Guide on manufacturing and labeling practices, issuing a field allergen
inspection guide and providing training for FDA field offices. While emphasis is on the
eight food allergens, FDA plans to publish a proposed rule to require declaration of
carmine/cochineal extract on product labels. ,

OTHER RESEARCH ACTIVITIES

Survey. A national assessment of the extent of food allergenicity would be helpful to
clarify who and to what extent consumers experience allergic reactions to food. The
agency is studying ways to accomplish this survey and is seeking suggestions from
those who are interested. One approach that is being considered is to use eight or
nine regions of the country to determine, through hospital emergency room discharge
codes, how many people have food allergen problems and anaphylaxis during the
course of a year and how much of this anaphylaxis is caused by food. Investigating
hospital discharge codes has been discussed in medical literature, but these studies

have involved only isolated parts of the nation.13

Food Allergen Test Kits. Detecting the allergenic protein components of the eight
major allergenic foods is the subject of much research and development. The
developers of tests that can detect minute levels of these proteins have to produce
antibodies for these proteins from animal sources. Once an antibody is isolated,
barriers such as cross-reactivity to substances other than the desired proteins have to
be addressed. Results must be reproducible and kits must be effective to detect these
proteins in different foods.

A number of test kits are manufactured in this country for commercial use. Although
there is not a test kit for each allergen in the food supply, kits are available for
peanut, milk and egg protein. Other test kits for allergenic proteins are under
development. The FDA is participating with the National Food Processors Association
(NFPA) in establishing a peanut protein standard. ‘A peanut flour standard is being
developed that will be used to establish a common relationship or scale for the peanut
protein test kits currently on the market. Although plans include standard
development for other allergenic proteins, much work is needed to develop test kits
and common standards for these proteins.

Food Allergen Thresholds. As mentioned above, quantitative food allergen
thresholds are currently unknown. Although available data suggest that it is not
possible to determine the amount of allergenic protein necessary to elicit an allergic
reaction, discussions in public forums offer the hope that future research will

determine a safe level for undeclared allergens in food.1? FDA welcomes receiving any
human data that might be available to help determine possible limits for the effects of
allergenic proteins in sensitive populations.
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'OTHER INITIATIVES

Importantly, FDA recognizes the efforts of the food industry in addressing the
presence of food allergens. For example, major industry representatives are
supporting CFSAN priorities and have signaled development of a voluntary allergen
labeling program.ls.lndustry’s senior management has made a commitment to
managing allergens by training employees on allergens and plant-specific control
procedures, evaluating rework procedures, working with ingredient suppliers to
identify and label all allergenic ingredients in their products, requiring documentation
of equipment cleaning and sharing best allergen practices with other corporations.

Information sharing among interested parties will go a long way to address the public
health problem of food allergens. CFSAN anticipates that in 2001 public exchanges will
continue through workshops as well as comments received on any guidance that
issues. We look forward to constructive activities.

By Kenneth J. Falci, Ph.D., Kathy L. Gombas and Elisa L. Elliot, Ph.D.
Series Editor: Catherine "Kitty"” Bailey, M.Ed.

Kenneth J. Falci, Ph.D., is the Director of the Office of Scientific Analysis and
Support, CFSAN, FDA. His office oversees development of economic impact analyses
for food and cosmetic regulations, the conduct of consumer attitude studies including
diet and disease, biotechnology and infant feeding practices. His office also provides
epidemiological reviews for microorganism risk assessment, acute health hazard
evalyations and estimates for the burden of foodborne illness. Post-market
surveillance and adverse reactions to food products are also reported to his office.

Kathy L. Gombas is the Deputy Director of the Division of HACCP Programs, CFSAN,
FDA. Her division provides technical expertise and leadership in areas of food safety

- programs and HACCP to support the development of agency policies, regulations,
standards and training. ' '

Elisa L. Elliot, Ph.D., is a microbiologist in the Division of HACCP Programs, CFSAN,
FDA, with lead responsibility for the food safety portion of the U. S. DHHS Healthy

People 2010 initiative. She began her 11-year career with FDA as a researcher
developing methods for Vibrio species.
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Gmdance for lndustry

Voluntary Labelmg Indicating Whether |
Foods Have or Have Not Been
Developed Usmg Bloengmeenng

Draft GUidance

This guidanéé document is being distributed for comment purposes only.
Draft released for comment January 2001.

‘Comments and suggestions regarding this draft document should be submitted by to
Dockets Management Branch (HFA-305), Food and Drug Administration, 5630 Fishers
Lane, rm. 1081, Rockville, MD 20852. All comments should be identified with Docket .
Number 00D-1598. For questions regarding thns draft document contact Catalina

‘ Ferre-Hockensm:th (202) 2054168.

U.S. Department of Health and Human Services
Food and Drug Administration
- Center for Food Safety and Applied Nutrition




Guidance for Industry

| Voluntary Labeling Indiéaﬁhg Whether
Foods Have or Have Not Been
Developed Using Bioengineering

Draft Guidance

This draft guidance represents FDA’s current thmking on voluntary labeling of
foods indicating whether foods have or have not been developed using
bioengineering. It does not create or confer any rights for or on any person and
does not operate to bind FDA or the public. An alternative approach may be used
if such an approach satisfies the requirements of appiicable statutes and
regulations. The draft guidance is being distributed for comment purposes in’
accordance with FDA's Good Guidance Practices (65 FR 56468, September 19
2000)

BACKGROUND

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 policy). The 1992 policy
applies to foods developed from new plant varieties, mcludmg vanehes that are v
deveioped using recombinant deoxyribonucleic acud (rDNA) technology (which is oﬁen
referred to as *genetic engineering™ or 'brptedmology'), This g_undgnoe document refers'
to foods derived from plant varieties that are dévéloped using rDNA technology as

' "bioengineered foods.” In addition, because the Federal Food Drug, and Cosmetic Act

(the act) defines food as articles used for food of drink for man or other animals, this




guidance document applies to animal feeds as well as to human foods. The 1992 policy -

.’ prowdes guadance to snduwy on scientific and mgu!atory issues related to
a bloengmeered foods and solicited written comments from mterested persons. The polxcy
mcludes guwdanoe on questrons to be answered by developers of foods from new plant
varieties, to ensure that the new ‘products are safe and comply w:th applicable legal
requaremenbs. it also encowages continuation of the general praotloe of the food |
industry to consult w;th the agency about the safety of new foods, €. g., b;o_engmeered
. fOOds’ |

In the 1992 policy, FDA also addresses the labeling of foods derived from new plant
variefies, ,ihélodino Dlanté deve!oped by bioengineerfng The 1992 policy does not
eestablish special labeling requrremenis for bioengineered foods as a class of foods.
The pol:cy states that FDA has no basxs for condudmg that bnoengmeered foods differ
from other foods in any meaningful or uniform way, or that, as a class, foods developed
by the new techmques present any different or greater safety concem than foods
developed by traditional plant breedmg '

Td fully understand the agency’s mandate and authority in requiring labeling of foods,
~ one must refer to the Federal Food, Drug, and Cosmetic Act —(fha act).to determine the
extent to which the agency is charged with goyeming labeling of foods ‘Section 403
govems the labeling of foods.. Undor section Ma)( 1), a food is misbranded if its
 fabeling is false or misseaciing in any particular. Section 201 (ﬁ) of the act provides
additional guidonoe on how Iabeling may be misleading.. It states that tabeling s

2




misleading if it fails te reveal facts that are materiel'in_ light of represeritaﬁons made or
suggested in the labeling, or material w:th respect to conseqn:ehees that may resuit
-fromtheuséoftﬁa:oqdb{vhimmelabeﬁng relates under the conitions of use
prescribed in the labeling, or under such conditions of us as are customary or dsual. )
While the leglslatlve hustory of section 201{n) contains Iittle d:scussaon of the word
“material,” there is pmcedent to gunde the agency in its dBClSIOD regardmg whether
- mformatmn on a food is in fact material. Hlstoncelly, the agency has generally
interpreted the scope of the matenalnty eonoept to mean information about the
atiributes of the food itself. FDA has required special labe!mg on the basis of it bemg
*material’ information in cases where the absence of such mformataon may: 1) pose

spacizl health or environmental risks {e.g., warning statement on protein ¢ oroducts used

()

in very low calorie diets); 2) mislead the consumer in light of other statements made on
the Iabel (e.g., requirement for quantitative nutrient information when certain nutrient
eontent clairrfs are made about a produ'ct);' or 3) in cases where a consumer may
assume that a food, because of its similarity to another food, has nutritional,

- organoleptic, or functional characteristics of the food it resembles when in fact it does |

- not (e.g., reduced fat margarine not suitable for frying).

" Although the 1992 policy does not require epecial labeling for bioengineered fooés the "

agency advised in that policy that labeling requnrements that apply to foods in general also
apply to foods produced using biotechnology. Section 403(i) of the act requires that each

food bear a common or usual name or, in the absence of such a name, an appropriately




descriptive term. In addition, under section 201(n), the label of the food must reveal all’
material facts about the food. Thus:

e lfébioengineeredfwdissighiﬁmnﬂydiﬁeremmmvadﬁionalcoumgpaﬂ» '
' sudwmatthecommnorusua!namenolongeradequatelydesmbesmenew
food, ﬂwnamanmstbedtangedtodescribeﬂwduffarence

.« Hfanissue exists for the food or a constituent of the food regarding how the
| ’foodtsusedorconsequenoesofrtsuse astatementmustbemadeonthe

label to describe the issue.

o Ka bsoengmeered foodhasa &gmﬁwnﬂy different nutritional property its label

must reflect the differencs.

* Ifanew food includes an allergen that consumers would not expect to be
presentbasedonthe name of the food, the presenceofthata!lergen must be
'u"ssdosedonmetabel |

_ Inthe Federal Register of April 28, 1993 (58 FR 25837), the agency requested -
data and information on certain labeling issues that had arisen from the labaling
guidance in the 1982 policy. In-1999, the agency announced that it would hold

. three public meetings (64 FR 57470; Ortober 25, 1999). The purpose of those

mestings was for the agehcy to share its current approach and emeArienoepver the
4 :




' pre&iou#'ﬁve yea;'s regarding bioengineered foods; to sohc:t views on %eMr :

FDA's poiicies should be modified, and to gather information o be used to assess |
'_tlmemostapptoprlate meansofpmvndmg mformahon to the publucabout

o 'uoengmoemdpmduasmmfoodapply. The agency received more than

50,000 written comments about its policy regarding safety and labeling of

" bioenginesred foods. The them related to labeling in those comments and the

.testi’ﬁbnya_ttl'se'meeﬁngsmﬁ)atmerearaverystronglyheldbutdivergmtviews

as to whether biosngineered foods should be required to bear special labeling.

However, there was general agreerﬁe_nt that providing more information to .

oonsumers aboul bioengineered foods woule be useful. A number of comments -
supported the need for deanoe from FDA regardmg apmoonate ways that

industry could voluntarily provide mfonnahon on a food label about b;oengmeenng

FDA-has reviewed information in the wmmenﬁ received in response to the 1992
policy and the 1993 information request as well as the comments from the 1999
meetings. Most of the comments that addressed labeling requested mandatory
disciosure of the fact that the food or its ingredients was bioengineered or was
produced from bioengineered food. However, these comments did not provide

* data or other information regarding consequences to consumers from eating the
foods or any other basis for FDA to find under section 201(n) of the act that such a
disclosure was a material fact. Many of the comments expressed concemn about
possible long term consequences from coneuming bioengineered foods, but they




did riot eontépd that any of the bbengineefed foods already on the market have
. adverse health effects. The comments were mainly expressions of concern about
meunlcmm Theagencyls still notawéeofanydataoromennfonnanonmat
‘would form a basis for concluding that the fact that a food or its ingredients was
' producedusmg bioengineering is amaferial fact that must be disclosed under
sections 403(a) and 201(n) of the act. FDA is therefora reaffiming its decisionto
"ot require special labeling of all bicengineered foods. o |

The agency is providing the following guidance to assist manufacturers who wish | ]
to voluntarily label their foods as being made with or without the use of '
bioenginesred ingredients. While the use of bioengineering is not a material fact,
many consumers are interested in the information, and some manufacturers may
want to respond to this consumer des;;ire. The guidance was devéloped us-ing' |
.Ainform-aﬁon from the comments and from focus groups, as well as other resources, |
' and is intended 1o help ensurs that Iabeling is truthful and not misleading.

GUIDANCE

in determining whether a food is misbranded, FDA would review labet statements
- about the use of bioengineering to develop a food or its ingredients under sections

403(a) and 201(n) of the act. Under sediqn 403(a) of the act, a food is




misbranded if statements on its label or in its labeling are false or misleading in any
parbwlar Under section 201(n), both the presence and the absence of
information are relevant to whether labeling is misleading. Thatis, labeling may be
misleading if it fails to disciosa facts that are material in light of representations
vﬁadeabpmapmdudafaasmataremateﬁalwm\rgspeatomewnsequémes'

- that méyrewkﬁbtnbseofﬂ\eprodud; In determining whether a statement that a
food is or is not genetically engineered is misleading under sections 201(n) and
403(a) of the act, the agency will take into account the entirs fabel and fabeling.

Statements about foods developed using bioengineering

FDA recognizes that some manufacturers may want to use informative statements
on labels and in labeling of bicengineered foods or foods that qontéin_ ing-redlen?s
.produced from bioenginesred foods. The following are examplés of some
statements that might be used. The discussion accompanying each example is
" intended to provide guidance as to how similar statements can be made without

béing misleading. |

. ‘Genetiwlly engineered” or “This product oohtains cdmeaf,that was produced
using bioted'moiogy.' '
The information that the foodwas bioengineéred is opﬁona! and this kind of simple

statement is not likely to be misieading. However, focus group data indicate that




- .todmology(whyrtwasusedorvuﬂ\amdoesforltothefood)(ﬂef 1) Consumers
' a!soexpmssedsompmfemnceforﬂwetenn'brotedmologfoversu&termsas
genebc modification” and “genetic engineering” (Ref 1). '

"« “This product contains high oleic acid soybean ol from soybeans developed
using brotechmlogy to decrease the amount of saturatod fat” _
This emmple mcludes both required and ophonal information. As discussed above
inthe b_ackground seobon,_ when a food d;ﬁors from its tradrt;ona! counterpart such
that the common or usual name no longer adequately describes the new food, the

name must ba changed to desa‘be the difference. Bezzuse this eoybné.ri oil

~ contains more oleic acid than tradmona! soybean oil, the term soybean oil’ no

’ ‘longer adequately describes the nature of the food Under section 403(1) of tha

act, a phrase fike *high oleic acid” would be requ_ired to appear as part of the name
of the food to describe its basic nature. The statement that the soybeans were
developed using biotechnology is optional. So is the statement that the reason for _
m‘edaangeinthesoybeans»wastoreducesamtedfér o

« “These tomaloes were genetically engineered to improve texture.”

In this oxérnple; the change in texture is a difference that may trave tobe
| described on the label If the texture improvement makes a significant difference in
the finished product, sections 201(n) and 403{(a)(1) of the act would require




disclosure of the difference for the consumer. Howsver, the statement must not be
mistoading. The phrase “to improve texture" could be misteading if the texture
diﬁerarmié—mtnoﬁcaablatothaconsxmer For.exalmlé ifakmanufacmirer |
wantedtodesmbeadxifevmcemafmdﬂwthemmﬁdmtnmmen_
.purdmasingorconswnmgmepmduct.mammcnnershw!dphrasam
statmsoﬁatﬁnmmamnmmmmwmdmadm
If the change in the tomatoes was intended to facilitate processing m did not
make#noﬁeeabladiﬁmihmwmssedmmamam:ﬁkéﬁo
improve texture for prooessmg' rather than *to improve te)dmaf'_should be used to
ensure maimegon#wner»isnotmisted. The statement that the tomatoes were -

geneticallv engineered is optional.

* "Some of our growers plant tomato seedsthatwere davelopedﬂ\rough
bxotechnology to mcrease crop yield.”

The entire statement in this example i is optional mfonnahon. The fact that there

was increased yield does not affect the characteristics ofthefoodand sstllerefore -

| nbtnecesSatyonﬂwelabeltoadequaté!ydescribethefoodformeoonswner A
phrase like “to increase yield” should only be included where there is substantlabon
that there is mfaclthestatedduﬁerenoe

Where a benefit from a bioengineered ingredient in a multi-ingredient food is
described, the statement should be wordedsothatp addresses the ingredient and




not the food as a whols; for example, "This product cbntains high oleic acid
soybean oil fmm soybems produced through baotedmo!ogy to decrease the !evel

N ofsaturatedfat.' In addition, theamount ofthebioengmeemd ingredient in the

oo may be relevant to whether the statement s misieading. This would apply
especially where the bioengineered difference is a nutritional improvement. For
example, it would fikely be misleading to make a statement about a nulritionally
nmproved ingredient on a food that contains only a small amount ofﬂxe ingredient,
such that the foods overall nutritiorial quality would not be significantly improved.

FDA remmds manufacturers that the opbonal terms that descnbe an mgredlent of a
‘ multHngmdsent food as biocengineered should not be used in the mgred;ent list of
the multi-ingredient food. Section 403(i)(2) of the act requires each ingredient to
be declared in the ingredient statement by its common or usual name. Thus, aﬁy
terms not part of the name of the ingredient are not permiitted in the ingredient
statement. In addition, 21 CFR 101.2(e) requires that the ingredient list and certain
other mmdatory information appear in one place without other intervening
material. FDA has long interpreted any optional description of ingredients in the

ingredient statement to be intervening material that violates this regulation.

Statements about foods that are not bioengineered or that do not contain -
ingredients produced from bioengineered foods

10




Terms that are freéumﬂy mentioned in discusﬁons about labeling foods with
respect o bicengineering include “GMO free” and “GM free.” “GMO” is an
o acronym for 'ﬁeneﬁalty modified organism” and "GM" means ‘geneﬁcalty
modified.” Consumerfocus group data indicate thatconsmners do not umerstand
the acronyms ‘GMO” and * GM' and prefer label statemants with spellad out words
. thatmembtoengmeenng (Ref 1).

Terms like *not genetically modified” and *GMO free,” that include the word
“modified” are not techni!ly accurate unless they are clearly ina context that
refers to bioengineering technolog"y. *Genetic modification” means the alt_ergtiép of
ths gen—e’?;p% of 2 plant using any technique, new or trédﬁiena!. "Modification™ has
‘abroad context that means the alteration in the composition of food that results

- from adding, deleting, or changing hereditary traits, irespective of the method.

i Modifications may be minor, such as a single mutatlon that affects one gene, or
major alterations of genetic material that affect many genes. Most, if not all,
cultivated food crops have besn genetically modified. Data indicate that
consumers do not have a good understanding that essentially all food crops have
been genetically modaﬁed and that bicengineering technology is only one of a
number of-tedﬁnologies used to génaﬁéally modify crops. Thus, while it is accurate
to say thata bioengineered food was 'genetical!y modified,” it likely would be
in_acou‘ate to state that a food that had not been produced using biotechho!ogy,

11




was “not genetically modified” without clearly providing a context so that the

consumer can understand that the statement applies to bioengineering.

 The term “GMO free” may be misleading on most foods, because most foods do
not contain organisms (seeds and foods iike yogurt that contain miaoorganisms
are ameptlons) it would likely be misleading to suggest that a food that ordinanly
- wouidnotcontam entire " orgamsms is orgamsmfree r

‘Thereis po'tent_ial for the term “free” ina claim for absence of bioengineering {o 59

inaccurate. Consumers assume that “free” of bfoengineefed material means that -
“zern”® b:oanameerad matenal is presem. Because of the potent:al for adventmous

presence of btoengmeered material, it may be neeessary to conclude that the

| ~ accuracy of the term “free” can onlybeensuredwhenthere :sadefnmon or |

threshold above which the term could not be used. FDA does not ﬁave information

 with which o establish a threshold level of bioengineered constituents or

ingredients -in fqods_ for the statement “free of bioengineered material.” FDA

recognizes that there are analytical methods capable of detecting fow ievels of

some bioengineered materials in some foods, but a threshold would require
 methods to test for a wnde range of genetnc changes at very low levels in a wide

. variety of foods Such test methods are not available at this time. Tha agency

' suggests that the term “free” either not be used in bioengineering label statements |

or that it be in a context that makes clear that a zero level of bloengmeered

12




material is not implied. However, statements that the food or its ingredients, as
appropnate was not developed using bnoengmeermg wou!d avoid or mmnmxze
| such implications. For example, '

. *We do not use ingredients that were produced using biotedmolbgy;‘
 “This oil is made from soybeans that were not genetically enginéered;' or

e “Our tomato growers do not plant seeds developed using Siotechm!ogy.’

'. A statement that a food was not b:oengmeered or does not oontam baoengmeered

| ingredients may be misleading if it rmpbes that the labeled food is supenor to foods
ihat are not 5o iabeied. FDA has conclu sded that the uss or abssnce © u_se'c:
bioengineering in the production of a food or ingredient does not, in and of itself,
mean that there is a material difference in the food. Therefore, a label statemént
that expresses or implies that a food is superior (e.g., safer or of higher quality)
because itis not bioengineered would be misleadiri. The agency will evaluate the
" lentire Iabel and Iabeling in determining whether a label statement is in a context
that implies that the food i superior.

. In-adt_:li_tion, a statement that an ingredient was not bicengineered could be
‘misleading if there is another ingredierit in the food that was bioengineered. The
claim must not misrepresent the absence of bioengineered material. Fbr‘exampie,

on a product made largely of bioengineered com flour and a small amount of

13




soybean oil, a ciaim that the product “does not include genetically engineered

B : lsoybean osl' couid be misleading. Even if the statement is true, it is likely to be

-mlsleadingtfconsmnarsbehevethatﬁmentnrepmwctoralargerport:onofnmm

| ;xs amaallyﬂwcasexsfraeofbaoengmeemdmtenal ltmaybenecessaryto

» carefully qualify the statement in order to ensure that consumers understand its-

Further, a sxétemem may be mi’sleadiﬁg if it suggests that a food or ingredient itsenf ‘
is not bioengineered, when there are no marketed bioengineered varisties of that

_ category of foods or mgredsents For éx'amplé, it would be misleading to state *not -

produced through biotechnology” on the label of green beans, when there are no

~ marketed bioengineered green beans. To not be misxeac;ing, the claim should be
- in a context that apphes to the food type mstead of the individual manufacturer’s

produd. For example the smtement green beans are not produced using

~ biotechnology” would niot imply that this manufacturer’s product is diﬁerem from

other green beans.
Substantiation of label statements

A manufacturer who claims that a food of its ingredients, including foods such as
raw agricultural commodities, is not bioengineered should be able to substantiate

that the claim is truthful and not misleading. Validated testing, if available, is the .

14




most reliable way to identify bsoengibeerad foods or fc}od ingredients. For many
foods, however part:wlady for hlgh!y processw foods such as oils, it may be
difﬁcuit to differenhate by validated analyhml mathods belween bioengmeared

: ‘Where tests have been validated and shown to be reliable they may be used.”

_Howéver if validated test methods are not available or reliable because of the way

| foodsmpmdtmdorprocessed, nmaybeunponanttodmnemmesmmof
such foods differently. Also, spec:al handiing may be appropnate to mazntam
segregatnon of b:oengmeered and nonbioengineered foods. In addition,
manufacturers should consider appropriate recordkeeping to document the
~ segregation procedures to ensure that the food's labeling is not false or

misleading. In some s:tuahons certifications or affidavits from farmers
processors, and others in the food production and distribution chain may be
adequate to document that foods are obiained from the _Qse of traditional methods.
A statement that a food is “free” of bioengineered material may be difficult to _
substanhate wrthout testmg. Beause appropriately validated tesbng methods afe
not currently available for many foods it is likely that it would be easier to
| document handling practices and procedures to substan_tuate a claim about how the |
foodwasprooess‘edtﬁantosub'stantialea,‘ﬁ’ee’daim.-

FDA has been asked about the ability of organib foods to bear Iabel statements to
the effect that the food {or its ingredients) was not produced using biotechnology.

15




On December 21, 2000, the Agriculture Marketing Service of the U.S. Department

of Agnculture {USDA) pubhshed final regulations on procedures for organic food
pnodu&on (National Organic Program final rule; 65 FR 80548). That final rule

_:rfaqmresthat all but the smallest orgamcoperatlonsbecerhﬁadbya USDA
accredited agent and lay; out the requ:rements for organic food production.

: Among thoserequsremnts is that products or ingredients identified as organic
must not be produwd using biotechnology malhods The nahonal organic
fstandardswouldprovsdeforadequate segregatlon ofthefoodthroughout
| distribution to assure that non-orgamc-foods do not become mixed with organic

foods. The agency believes that the prachces and record keepmg that
substantiats the “certifi ed orgamc statement would be sufficient to substanhate a

claim that a food was not produoed using bloengmeenng

References ‘
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. Withdrawn, the dates of these actions,
an‘ the reasons for these actions.

{16) Other relevant data and
mformatlon that the Director, CBER, -
determlnps are necessary for the
. -appropriate consideration of the public
" health and Sgientific issues, including -

1 issues, raised by human
gene therapy o xenotransplantanon

.10. Section 6 53 is added to subpart

to FDA for public disclosureN
" redacted version the submissi
. identified in paragraphs {b)1)
(b)(5) of this section. Each submissjon
shall include all applicable informay on
identified as disclosable in § 601.52, but
shall be redacted to remove or obscure
all information considered coh‘ﬁdenh'al

ersonal identifiers of

» except as specifically

his section, names and
\fiers of any third party,

s or hospitals, must be

duphcate at the time prints noted:
(1) Information as defined under
§601.52 at the time of ini
submission.
(2} Any amendment doc_u \
changes or additions to the infs

endment goes into effect.
3) IND safety reports at the time of
ission of the initial report to FDA.

niversary date that the IND
o effect, in accordance w1th
§312.33\of this chapter.

{5) Oth

_ submitted in aXorm readily separable -
from the origina unabndged

is not owned by the apphc
be included in any other secti
. redacted versions. A bibliography
copyrighted materials contained in the

it imp]ementing regulations (21

appendix shall be snclided 48 part of

~ each dacted version.

v data or information submitted
a redacted version for public
disclosurd\in aqcordance with paragraph

responsible indjvidual: :
The informati contamed herein has

0.61); names and other person
entifiers of patients and, except'as
spexjfically provided in the regulations,

Donna E. Shalala,
Secretary of Health an
[FR Doc. 01-1048 Filed 13\7--01; 8:45 am]
BILLING CODE 4160-01—F

DEPARTMENT OF HEALTH AND
HUMAN SERVICES

-Food and Drug Administration .

21 CFR Parts 192 and 592
[Docket No. 0ON-1396}
RIN 0910-AC15

Premarket Notice Concerning

" Bioengineered Foods
. AGENCY: Food and Drug Administration,

HHS.
ACTION: Proposed rule.

SUMMARY: The Food and Drug
Administration (FDA) is proposing to
require the submission to the agency of
data and information regarding plant-
derived bioengineered foods that would
be consumed by humans or animals.
FDA is proposing that this submission
be made at Jeast 120 days prior to the

- commercial distribution of such foods.

FDA is taking this action to ensure that
it has the-appropriate amount of .
information about bioengineered foods
to help to ensure that all market entry
decisions by the mdus!ry are made
consistently and in full compliance with -
the law. The proposed action will
permit the agency toassessonan -
ongoing basis whether plant-derived
bioengineered foods comply with the

standards of the Federal Food, Drug,
and Cosmetic Act (the act).

DATES: Submit written comments on the
proposed rule by April 3, 2001. Submit
written comments on the information
collection provisions by February 20,
2001.

See section XIV of this document for
the proposed effective date of a final
rule based on this document. -

ADDRESSES: Submit written comments
to the Dockets Management Branch
{HFA-305), Food and Drug
Administration, 5630 Fishers Lane, rm.
1061, Rockville, MD 20852. Submit
‘written comments on the information
collection provisions to the Office of
Information and Regulatory Affairs,
OMB, New Executive Office Bldg., 725
17th St. NW., rin. 10235, Washington,
DC 20503, Attn: Desk Officer for FDA.

FOR FURTHER INFORMATION CONTACT: -

Regarding human food issues: Linda
S. Kahl, Center for Food Safety and
Applied Nutrition (HFS-206}, Food |
and Drug Administration, 200 C St.
SW., Washington, DC 20204, 202~
418-3101.

Regarding animal feed issues:
William D. Price, Center for

. Veterinary Medicine (CVM) (HFV-

" 200}, Food and Drug
Administration, 7500 -Standish P1.,
Rockville, MD 20855, 301827~
6652.

SUPPLEMENTARY INFORMATION: .
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IV. Definitions
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B. Origin of Data and Information
C.Timing
VI. Recommendation for Presubmxssxon
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A. Presubmission Consultation Program
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C. Standard Procedures

" VIL Premarket Biotechnology Notice:
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A. Submissions to CFSAN for Use in
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consultation involved FLAVR SAVR™
tomatoes.? In developing FLAVR SAV™
tomatoes, Calgene used tDNA .
technology to introduce an antisense
polygalacturonase gene, which was
derived from tomatoes, and the
kanamycin resistance gene (the kan*
gene), which encodes the enzyme -
aminoglycoside-3"-phosphotransferase It
{APH(3)11). The enzyme APH(3JH
confers resistance to the clinically used
antibiotics kanamycin and neomycin in
the selection of new plant varieties

- developed using rDNA technology. The

use of APH(3) raised several issues
that had not previcusly been evaluated
by the agency in the context of food
safety. The initial consultation between
the agency and Calgene about the
intended use of APH(3)H, which in this

_instance resulted in the filing and

approval of a food additive petition (59
FR 26700, May 23, 1994), was an
effective mechanism to fully explore

. and resolve these issues.

. The resolution of these and other
scientific issues entailed the use of
nontraditional approaches to the
evaluation of food safety. For example,
raditional evaluation of the safety ofa -
food additive frequently includes
toxicological tests conducted in
accordance with the principles outlined
in the agency’s “Toxicological
Principles for the Safety Assessment of
Direct Food Additives and Color
Additives Used in Food” (Redbook (Ref.
3)).3 In addition to guidance on when.
certain tests may be appropriate, the
Redbook includes specific

. recommendations on the protocols for
. conducting such tests. )

In contrast, issues raised during the
consultations on APH(3)lI and the
FLAVR SAVR™ tomato required
evaluation of data generated using
procedures that had only rarely been
used in the evaluation of food safety.
For example, Calgene used “Southern
blots” to determine which DNA
sequences had been transferred to
FLAVR SAVR™ tomatoes, “Northern
blots” to demonstrate the intended
technical effect in FLAVR SAVR™
fomatoes, and “Western blots” to
determine the amount of APH(3)II

" present in FLAVR SAVR™ tomatoes.
_ The use.of nontraditional strategies in

the evaluation of food safety likely will
become the norm as the use of IDNA -
technology expands, and further

2This consultation was concluded in May 1994
{59 FR 26647 =t 26700, May 23, 1994).

3In 1993, the Center for Food Safety and Applied
Nutrition (CFSAN] released a revised Redbook for.
public comment {58 FR 16536, March 29, 1993).
Following fits evaluation of comments on each draft
chapter of the Redbook, CFSAN is making revised
chapters available on its Internet site {Ref. 4).

consultations between industry and thé
agency would foster the identification
and design of reasonable test procedures
to evaluate the composition and safety
of whole foods.

Consultations are an appropriate
forum for industry and the agency to
address proactively issues that are
relevant to bicengineered foods, and
developers have actively consulted with
FDA about their products since the
issuance of the 1992 policy. In June
1996, FDA provided guidance to
indusitry. on procedures for these
consultations {the 1996 procedures (Ref.
5)).4 Under that process, a developer
who intends to commercialize a
bioengineered food meets with the
agency to identify and discuss relevant -
safety, nutritional, or other regulatory
issues regarding the bioengineered food
prior to marketing it. Depending on the
experience the agency and the
developer have with the kind of
modification being considered, a
developer may initiate such a
consultation early or late in the
development of the food. When the
developer believes that it has - -
accumulated adequate data or
information to address any issues raised
during the consultation, the developer
begins the “final ¢onsultation” by
submitting to FDA a summary of its
scientific and regulatory assessment of
the food. To date, the agency has
completed its evaluation of data or other
information from more than 45 such
consultations (Ref. 6). FDA believes
that, to date, all developers of
bioengineered foods commercially
marketed in the United States have
consulted with the agency prior to
marketing the food.

FDA continues to believe that the
consultation process is appropriate for
bioengineered foods. Accordingly, this
proposed rulemaking includes FDA’s
recommendation that developers -
consult with the agency to identify and -

~ discuss relevant safety, nutritional, or

other regulatory issues regarding a
bioengineered food [see proposed
§192.10 and section VI of this
document). :

C. Public Meetings

In 1999, FDA announced that the -
agency would hold three public
meetings, each in a different region of
the United States {64 FR 57470, October

4 In October 1997, FDA made administrative:
revisions to these procedures to reflect
reorganizations within the Office of Premarket
Approval, CFSAN, and the Center for Veterinary
Medicine {CVM). In this document, FDA refers to
these procedures as “'the 1996 procedures” to
reflect the year that the agency made them
availeble. '

’25, -1999). The purpose of those

meetings was for the agency to share its -
current approach and experience over

the past 5 years regarding bioengineered
foods, to solicit views on whether FDA’s

‘policies or procedures should be

modified, and to gather information to
be used to assess the most appropriate
means of providing information to the
public about bioengineered products in

. the food supply. In the notice

announcing the public meetings (64 FR
57470), FDA requested comments on
specific questions regarding
bioengineered foods. As a result of those
meetings and the request for comments,
the agency subsequently received more
than 35,000 written comments about its
policy regarding bioengineered foods.

- .. Atthose meetings, and in the

comments, FDA heard three messages
very clearly. First, there does not appear
to be any new scientific information that
raises questions. about the safety of
bioengineered foods currently being :
marketed. Second, some of the publicis -
concerned about FDA’s existing

- guidance and regulatory approach to

overseeing the safety of these products.
These concerns include whether FDA’s
guidance and regulatory approach will
be adequate for future developments
and whether firms will continue to-
inform FDA about new bioengineered
foods under the present program. In
addition, there was a concern that the
current regulatory process lacks
transparency (e.g., because FDA
discloses each consultation about a -
bicengineered food only at the end of
the process). Third, there are very .
strongly held but divergent views as to

* whether bioengineered foods should
- - bear special labeling. However, there

was general agreeiment that providing
more information to consumers about
bioengineered foods would beuseful 3

(Ref. 8).
II. Legal Authority

FDA is responsible for ensuring that
all foods € in the American food supply
conform to the applicable provisions of
the law. The act provides FDA with
broad authority to regulate the safety
and wholesomeness of food. In
particular, the act prohibits the
adulteration of food under section 402
of the act (21 U.S.C. 342) and the
misbranding of food under section 403

SIn May 2000, FDA announced that it intended
to issue for public comment draft labeling guidance
to aid manufacturers who wish to voluntarily Jabel
their products as made with or without the use of
bioengineering or bicengineered ingredients (Ref.
7): The development of that draft gnidance is
outside the scope of this document.

®There are certain exceptions to this jurisdiction
pertaining to meat, poultry, and egg products that
are not relevant to this ralemaking,
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soy beans for allergenicity, they found
that people allergic to Brazil nuts were
also allergic to the bioengineered soy-
{Refs. 9 and 10). Given the potential

. consequences to sensitive consumers of
" eating soy products containing a Brazil
- nut allergen, such a food would likely

be considered misbranded within the
meaning of sections 201{n} and 403(a)(1)
of the act, unless the presence of the
new allergen were disclosed to.
CONnsumers.

Further, in certain circumstances,
labeling may not be adequate or
practical to ensure that consumers are
aware of the presence of unexpected
allergens. FDA would likely consider
such food containing an unexpected
all ergen to be adulterated within the

. meaning of section 402(a)(1) of the act

because the unexpected allergen
rendered the food possibly injurious to
health. With alterations of this type,
FDA should be made aware of the
modification and have an opportunity to
assess whether and how the food could
legally be marketed. Specifically, FDA
should have the opportunity to consider
whether any labeling proposed by the
developer would ensure that the
engineered food is not misbranded
within the meaning of sections 201{n}
and 403(a)(1) of the act, and whether;
even with labeling, the food wonld be’
adulterated because it may be injurious
to health within the meaning of section
402(a)(1} of the act.

- Compositional changes in foods
created through breeding may also
present regulatory status issues.
Although traditional breeding
techniques can be used to alter
significantly the compositional
characteristics of food, rDNA technology

_ enhances that ability because IDNA

technology enables breeders to make
targeted changes in plant components
such as proteins and other constituents.
For example, iIDNA techniques would

facilitate a breeder’s ability to modify a

soy plant so that the composition of oil
derived from the plant'would more
closely resemble that of a tropical oil
than that of conventional soy ¢il. In
these circumstances, the name “soy oil”
would likely not be suitable for the oil

- detived from the altered soy plant

because the composition of the new oil

is significantly different from whatis -

customarily understood to be “soy oil”.

- Thus, a new common or usual name

would likely be requned for this new oil
to ensure that the o1l is not misbranded
under section 403(i)(1)lof the act. FDA

" should be made aware of compositional

changes of this type solthat the agency
may consider whether a new common
or usual'name is required and, if so,
what that new name should be.

Additionally, rDNA techinology has
recently begun to be used to introduce
multiple genes to generate new
metabolic pathways (Ref. 11). New .
metabolic pathways are intended to
result in the synthesis of substances not
normally present in the host plant. Such
modifications may alter the composition
of the food in a significant manner that
may raise nutritional or safety issues or
that would require use of a new
common or usual name. .

In addition to enabling breeders to
introduce desired new characteristics . -
into foods, all breeding methods used to
develop new plant varieties. havea -

" potential for unintentionally

introducing undesired new’
characteristics into foods (57 FR 22986]
Broadly speaking, a breeding method’s
potential for introducing unintended
changes to the characteristics of a food
results either from bringing into a food
plant extraneous genetic material
encoding trait(s) additional to the
desired trait(s), or from introducing

‘mutations (such as deletions,

amplifications, insertions,
rearrangements, or DNA base-pair
changes) into the plant’s native genetic
material that alter some characteristic(s)
of the food.

The most commonly used breedmg
‘method is a “narrow cross,” which is
hybndlzahon between varieties of the
same species. Hybridization between
related species or genera that cannot be
cross-fertilized is a “wide cross.” Wide
crosses are useful for expanding the

range of genetic source material that can’

be introduced into food crops, but are

- performed relatively infrequently

because of technical and logistical
difficulties. Both wide and narrow
crosses will introduce into plants
extraneous genetic material along with
the genetic material encoding the
desired traits, Breeders then attempt to
remove any undesired traits through
extensive backcrossing.

Plant breeders also use mutagenic

- techniques to modify plants. These

techniques include random mutagénesis
using a mutagenic agent and somaclonal
variation. (Somaclonal variation refers
to the process of growing a plant up

. from tissue culture and observing for

phenotypic changes, which are often
due to chromosomal rearrangements or
other mutations.) Both techniques can
introduce undesirable mutations along
with possible desirable mutations. As
with hybiidization, breeders perforin

_backcrosses to eliminate any

undesirable traits. Cell fusion poses
similar issues to those posed by wide
crosses (because it generally is

_performed between cells of different

species of plants) and posed by

"somaclonal variation (becanse it

involves growing a plant up from tissue
culture}.
Recombinant DNA technology greatly

reduces the likelihood of introducing

extraneous genetic material, as
compared with hybridization, because it
enables breeders to introduce only the
gene or genes of interest, with little or
no extraneous deoxyribonucleic acid
(DNA). However, it shares with
mutagenesis techniques a potential for -
introducing unintended effects through
mutations. In part, this is because rDNA
technology involves growing plants
from tissue culture, which can exhibit
somaclonal variation, and, more
significantly, because breeders using
this teclmology generally cannot control
the location in the plant genome at
which genetic material will insert when
introduced intoa plant. Thus, with
TDNA technology, the introduced
genetic segment may insert into a
genetically active chromosomal
Jocation. Such insertion may disrapt or
inactivate an important gene or a
regulatory sequence that affects the
expression of one or several genes,
thereby potentially affecting adversely
the safety of the food or raising other
regulatory issues. Such an occurrence is
referred to as an insertional mutation.
FDA believes that in the future, plant
breeders will increasingly use rtDNA
techniques to achieve more complicated
compositional changes to food,
sometimes introducing multiple genes
residing on multiple vectors to generate
new metabolic pathways. FDA expects
that with the increased introduction of
multiple genes, unintended effects may
become more common. For example,
rice modified to express pro-vitamin A
was shown to exhibit increased
concentrations of xanthophylls (Ref. 11),
and rice modified to reduce the
concentration of a specific protein was
found to exhibit an increased :
concentration of prolamine (Ref. 12).
FDA believes tl‘:at the use of rDNA

- techniques in plant breeding may lead

to unintended changes in foods that
raise adulteration or misbranding
questions. These unintended changes
may cause a food to be adulterated
because the food may be rendered
injurious to health within the meaning
of section 402(a)(1) of the act, or, in the
absence of a new common or usual
name, cause the food to be misbranded
under section 403(i)(1) of the act.
Because of its role in ensuring the safety
of the U.S. food supply, FDA needs to
be aware of the modifications to food
source plants from the application of .
1DNA technology and any unintended
effects in food that result so that the
agency can evaluate whether the fcods
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“to be utilized by plant breeders to an

increasingly greater extent.

The confluence of the increasingly
broader use of rDNA techniques to.
develop foods for human and animal

" use and the globalization of the world’s

food supply also suggest that FDA needs

to be aware of the various foods

developed using rDNA technology.

Currently, approximately 45 percent of |

thé United States’ plant-derived food is

’1mported and that percentage continues

to increase. The agency expects that
1DNA techniques may, over time, be
used increasingly by plant breeders and
developers in countries that export
foods to this country. In such
circumstances, the accuracy of FDA’s

- knowledge about the presence in the
_U.S. food supply of foods developed

‘using rDNA techniques is likely to
decrease. In addition, the awareness of

~ particular food allergies is not uniform

throughout the world because the diets
of some populations do not contain
sufficiently large amounts of a food such -
that the allergic potential has been
demonstrated; in these circumstances, it
is particularly important that FDA be
aware of imported foods modified using
1DNA techniques that may
unexpectedly contain a substance that is
an allergen.

For all these reasons, FDA believes
that the food products of tDNA
technology are appropriately made
sub)ect to greater regulatory scrutiny by -
FDA in the form of enhanced agency

 awareness of all such foods intended for

commercial distribution. This increased
agency awareness will ensure that at-
this stage of this continuously evolving
technology, all market entry decisions
about new bioengineered foods,
including those intended for import into
the United States, are made consistently
and in full compliance with the law.
Similarly; in order for the agency to
evaluate fully and consistently the

- possible regulatory consequences of the
" alterations made possible using rDNA

technology, FDA must be made aware of
the bioengineered foods entering

- commercial distribution.

Section 701(a) of the:act (21 U.S.C.
371(a})) authorizes the Secretary of the
Department of Health and Human
Services (the Setretary} to issue
regulations for the efficient enforcement
of the act; under section 903(d)(2} of the
act {21 U.S.C. 393(d)(2), the Secretary is
responsible for executing the act,

.inclading section 701{a), through the

Commissioner of Food and Drugs. The

'authonty under section 701{a) of the act

to issue regulations under the act
extends to both regulations that
supplement a specific statutory mandate

.as well as regulations that are justified

" by the statutory scheme as a whole, (See

National Confectioner’s Association v.
Califano, 569 F.2d 690, 693 (D.C. Cir.
1978), citing Toilet Goods Association v.
Gardner, 387 U.S. 158,163 (1967).) In .
assessing a regulahon issued under
section 701{a}, it is lmportant to
consider both the statutory purpose as’
well as the practical aspects of the
situation, including the possible
enforcement problems that may be

- encountered by FDA. (See National

Confectioner’s Association v. Califano, .
569 F.2d 690, 693 (D.C. Cir. 1978), citing
Toilet Goods Association v. Gardner,
387 U.S. 158, 163 (1967).)

To ensure that FDA has the maximum
amount of information about foods from
bioengineered plants, the agency has
tentatively concluded that, priorto
initiation of commercial distribution in
the United States of a bioengineered
food, FDA must be notified of the intent
to market such food, including foods
intended for import into the United
States. Notification will ensure that the
agency is aware of all bioengineered
foods entering;commercial distribution
that are subject to. FDA’s jurisdiction
and will belp to ensure that all market
entry decisions by the industry are
made consistently and in full
compliance with the law. This will
permit the agency to assess on an
ongoing basis whether foods developed

" using TDNA technology comply with the

standards of the act. FDA believes:that -
it is essential that all those developing
and marketing bioengineered foods
participate fully and completely in the
proposed notification program.
Therefore, the agency is proposing that
the notification program that is -
described in this document be
mandatory. -

Accordingly, for the reasons set forth
above concerning the special
circumstances of bioengineered foods,
to eniforce the act efficiently, and in
particular, to administer efficiently the
act’s various provisions that relate to.
food as such provisions apply to
bioengineered food, mcludmg section
301 of the act (21 U.S.C. 331) and
sections 402, 403, and 409 of the act,
FDA is proposing regulations to require
that the agency be notified at least 120
days prior to the initiation of
commercial distribution in the United
States of a bioengineered food. The
elements of FDA’s proposed program
are discussed in detail below.

H1. Scope

FDA is proposing to require the
submission to the agency of data and
information regarding plant-derived
bioengineered foods that would be
consumed by humans or animals. FDA’s

proposal also includes a
recommendation that prospective
notifiers participate in a presubmission
consultation program. The regulations
regarding bioengineered foods that

- would be consumed by humans would

be codified in new part 192. The
regulations regarding bioengineered
foods that would be consumed by
animals would be codified in new part
592. The proposed regulations regarding
bioengineered foods that would be
consumed by animals parallel the-
proposed regulations regarding
bioengineered foods that would be
consumed by humans. For ease of.
discussion, in this proposed rule, FDA
describes each of the regulations that
would becodified in part 192, without
describing the parallel regulations in
part 592. Following this dlscussxon,
FDA describes areas of importance in
the proposed animal feed regulations
{section XI of this document).

IV. Definitions

FDA is proposing to codlfy five
definitions that are associated with the
proposed notification pr
{proposed § 192.1). These terms are
bioengineered food, commercial
distribution, notifier, premarket
biotechnology notice (PBN or notice),
and transformation event. FDA invites
comments on these proposed
definitions. FDA is particularly .
interested in comments on the proposed
definitions of bioengineered food and

“transformation event. Specifically, FDA

is requesting cominent on whether these
proposed definitions are consistent with
the agency’s intent (described in section
V of this document] that the proposed -
notification program apply toa -
particular subset of plant-derived foods.
Such comments may result ina
modification to the proposed
definitions.

Under the proposed definitions, a
required PBN may be submitted by any
person ‘who is responsible for the
development, distribution, importation,
or sale ofa bloengmeered food. Based
on the agency’s experience, FDA
expects that it ordinarily will be the
seed developers and purveyors who
notlfy the agency about a bxoengmeered
food

V. Reguirement for Premarket -
Biotechnology Notice

FDA is proposing to require a
submission to the agency of data and
information regarding a plant-derived
bicengineered food at least 120 days
prior to the commercial distribution of -
the food (proposed § 192.5). The
proposed regulation would include a
bioengineered food derived from a new
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(proposed § 192.10). The proposed
recommendation describes procedures

" forrequesting consultation and the

public disclosure provisions that likely
would apply torecords that FDA
maintains about the consultation. Under
§ 192.10(f), a notifier must state his view
‘as to whether the fact that he is
. consulting with FDA, or any or all of the
-data or information that he submits to
FDA, is exempt from disclosure under
the Freedom of Information Act (FOIA)
and must exglam the basis for any such
exemption claim. The recommendation
to consult with FDA derives from the
1992 policy, the 1996 procedures, and .
FDA’s experience under the 1996
procedures. FDA discusses the details of
this proposed fecommendation
immediately below.

Using rDNA technology,
bioengineered plants such as corn are
now being developed for non-food uses.
Examples of such applications include
the transfer of genes that encode
pharmaceutical proteins, oral vaccines,
and enzymes that would be used for
non-food industrial applications. In
some cases, such as most of the
pharmaceutical proteins, the final -
product would be a highly purified
component of the plant commodity. In
other cases, such as some oral vaccines,
the final product would be a minimally
processed plant commodity. In some
cases, there may be a potential fora .
bicengineered plant commodlty that is
not intended for use in food to enter the
food supply inadvertently. FDA
encourages developers of bxoengmeered

.plants that are not intended for use in
food or feed, but that theoretically could
enter-the food or feed supply, to
participate in the consultation program
described in this proposed rule. This
participation would ensure that
d.eve]opers have given careful
consideration to-the procedures needed
to ensure that their products do not
inappropriately get into the food supply,
and are aware of the legal implications
if their products do.

A. Presubinission Consultation Program

FDA is proposing to recommend that
a prospective notifier participateina .
presubmission consultation program
{proposed §192.10(a)). Under the
prograin (proposed §192.10(b)}, a
prospective notifier would write to FDA
and ask to consult about a
bicengineered food. FDA would
establish an administrative file for each
consultation and would meet with a
prospective notifier upon request.
Although FDA may provide written
feedback during the consultation, that
feedback would not release the
prospective notifier from the proposed

reqmrement to notlfy FDA about the
biocengineered food at least 120 days .
before commercialization of the food.

. The proposed presubmission

consultation program derives from the
1992 pohcy, the 1996 procedures, and
FDA’s experience under the 1996
procedures.

‘B. Public Disclosure

FDA is proposing to provxde
information about the availability for .
public disclosure of: (1) The fact thata
developer is consulting with FDA
(proposed § 192.10(c)) and (2} the data
or information in the file that FDA.

.would establish for a presubmission

consultation (proposed § 192.10(d)). The
regulations would inform all parties of
the fact that FDA must act in response
to a request under FOIA for information
on presubmission consultations, and
must disclose, or protect from
disclosure, the applicable record(s) in

" accordance with § 20.61 (21 CFR 20.61)

(proposed §192. 10(c)(2) and {d)}{(1)).
In hght of the significant public
interest in-bioengineered foods and in
FDA’s oversxght of these foods, FDA
believes that it is important for
developers to be informed that FOIA

" may entitle the public to know that the

developer has provided data or
information to FDA about a
bioengineered food andto receive a
copy of those data or information.
Likewise, FDA believes that it is equally
important for the public to know that
the fact that a developer is consulting
with FDA may be exempt from
disclostire under FOIA and that some or
all of the data or information that are
submitted to FDA during a
presubmission consultation could be
exem t from public disclosure.

er FOIA, data or information that
are subnntted to the Fi edera]

‘Government are available for public
- disclosure unless those data or

information fall within an established
exemption of FOIA. The exemption that
is most relevant to data or information
provided to FDA during a
presubmlssmn consultatmn is
“exemption 4,” which. apphes to “trade

. secrets and commercial. ior financial

information obtained from a person and
privileged or confidential.” {5 U.S.C.
552{(b)(4)). FDA has issued regulatlons
implementing exemption 4 of FOIA in
§20.61.

FDA believes that, in most cases, the
fact that a developeris consultmg with
FDA would not constitute confidential
commercial information. For example,
most plants developed usmg IDNA

technology are considered *regulated

articles” under regulations of USDA’s
APHIS (7 CFR part 340}, which

regulates the introduction of certain

- *genetically engineered” plants. At

some stage of research and development
of a regulated article, a developer
requests from APHIS a determination of

-the article’s regulatory status, and,

consistent with FOIA requirements,
APHIS discloses that request. Thus, by
virtue of the APHIS process, the fact

- - that the developer is developing the -

plant and its food product would

- usually already be disclosed.

FDA also believes that, in most cases,
most of the data or information
provided to FDA during a
presubmission consultation would not
constitute a trade secret or confidential
commercial information. For example,
only a handful of the submissions that
FDA has received under its current
consultation program identified specific
data or information that the developer
claimed to be exempt under §20.61.
Neverthelesss, there could be
circumstances where a developer
initiates a presubmission consultation
about a product that has not previously
been disclosed to the publicand has -
grounds to claim that the fact of the
consultation should not be available for

.public disclosure. In such

circumstances, disclosing any data or
information in the applicable
submission would reveal the existence
of the submission. Thus, as long as the
existence of the consultation is exempt
from disclosure, all data or information
in the submission would necessarily be
exempt from disclosure.

" C. Standard Procedures

FDA is proposing that a prospective
notifier ask FDA in writing for an
opportunity to consult about a
bioengineered food (proposed
§192.10(e)). A written request would

.provide clarity about the subject of the

consultation. .

FDA is proposing to require that a
prospective notifier who initiates a
consultation inform FDA whether, in .
his view, the fact of the consultation
with FDA is confidential, and whether,
in his view, any or all of the provided
data or information is confidential
(proposed § 192.10(f)(1)). FDA also is

Pproposing to require thata prospective

notifier who claims confidentiality for
the existence or content of a
presubmission consultation explain the
basis for that claim (proposed '

.§192.10()(2)). FDA is proposing these

requirements because of the significant -
public interest in bioengineered foods.
These requirements would ensure that
FDA is-aware of the prospective

notifier’s position regarding the
availability for public disclosure of the
existence and content of the
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take place through a meeting or through
a telephone conference). FDA is
highlighting the opportunity to discuss
the bioengineered food by a mechanism
other than a face-to-face meeting to
minimize the potential that a small
business or academic research group

“would elect not to participate in the

program due to the cost of travel. Given
the agency’s experience under the
current consultation process, FDA is
confident that a meaningful dialogue
can often be accomplished without a

_face-to-face meeting.

VH. Premarket Biotechnology Notice:
Administrative Information

" FDA is proposing to codify certain .
administrative information that would
apply to a PBN (proposed §192.20). The
proposed administrative information
includes information aboit where to
send a PBN, the number of copies to
send, how to include information in a

foreign language, how to refer to dataor

information that are already in FDA’s
files, how to obtain guidance on -
scientific issues, and the prerogative of
a notifier to withdraw a PBN from
FDA’s consideration. Many of these .
administrative aspects of the proposed
notification program are consistent with
procedures already in place for the food
additive petition program (§171.1 {21
CFR171.1)). FDA discusses the-details
of these administrative aspects of the
proposed notification program
immediately below. ’

A. Submissions to CFSAN for Use in

* Human Food, Animal Feed, or Both

FDA is proposing that a notifier send
a PBN regarding a bioengineered food to
CFSAN (proposed §192.20{a)}). As
necessary-and appropriate, CFSAN
would coordinate FDA’s evaluation of
the PBN with CVM. The proposed
regulation is consistent with the
approach that FDA recommexided in the
1996 procedures, an approach-that has
worked well. )

. B. Paper Copies

FDA is proposing that a prospective
notifier send to the agency an original
paper version and one paper copy of a
PBN (including any amendments}
(proposed § 192.20(b}(1)). A notifier
would have an option te submit one
additional paper copy or, under
proposed 192.20(c}(1), to submit an
electronic copy that is formatted in a
manner that makes it suitable for FDA

-to.use while evaluating the PBN. The

number of paper copies required by the
regulation is consistent with the number
of paper copies that FDA currently
retpuires for other premarket
submissions, such as a food additive

petition. A requirement for multiple
paper copies generally serves the
purpose of providing a copy of the
submission to multiple scientific
reviewers. However, as discussed
below, FDA also is recommending that
a notifier submit an electronic copy of .
a PBN that is formatted in a manner that
makes it suitable for FDA to use in
evaluating a PBN. Because scientific

. reviewers could accomplish their

review by accessing the electronic copy,
under the proposed rule, a notifier who.
submits an electronic evaluation copy
would submit one less paper copy. FDA
would retain the original paper version
at CFSAN, while the paper copy would
be retained at CVM. Comments may

“result in a modification to the propesed

requirement to submit a single paper

copy.

{%der the regulation, the paper copy-
would be the official version at FDA.
This provision would clarify the status
of an electronic copy that FDA alsois
proposing to require 11 (see proposed
§192.20{(c)(1) and section VII.C of this
document). !

FDA is proposing that a notifier who

claims that specific data or information

in the PBN are confidential must
prepare and submit one paper copy of
the PBN that does not contain any of
those data or information (proposed
§192.20(b)(2}). Consistent with the
EFCIA proposed rule, the notifier would
prepare this redacted paper copy ina
manner that clearly identifies the
location and relative size of deleted
information. As discussed previously
regarding a presubmission consuliation
{see section VI.C of this document), the
redacted copy would be very useful as
it would cominunicate very clearly -
which data or information the notifier
considers to be exempt from disclosure.

C. Electronic Copies -

FDA is proposing to include in the
regulation a recommendation thata
notifier submit an electronic copy {the
evaluation copy] that is formatted in a
manner that makes it suitable for FDA
to use while evaluating the PBN
(proposed § 192.20{(c)(1)). Because
technology is advancing at a rapid pace,
the regulation would inform notifiers -
how to obtain information about the .
appropriate format of the electronic
copy rather than specify that format.
Under the regulation, a notifier would

33 Under 21 CFR 11.1{c), an electronic record that
meets the requirements of 21 CFR part 11 may be
used in lien of a paper record, unless paper records
are specifically required. However, CFSAN is not
prepared, at this time, to accept an electronic record
as the official record because CFSAN does not yet
have specific gnidance for the submission of
records only in electronie form.

- provide such an electronic copy of both

the original PBN and of any
amendments to the PBN. FDA is
recommending the submission of an
electronic evaluation copy to take
advantage of the fact that contemporary .
technology makes it possible for .
notifiers to send, and FDA to evaluate,
submissions of data or information in
electronic form, and the availability of -
an electronic evaluation copy has the
potential to improve the efficiency of -
FDA’s review. To encourage
manufacturers to submit an electronic
evaluation copy, a notifier who submits
such a copy would submit a total of two,
rather than three, paper copies.

FDA also is proposing to require that
a notifier submit an electronic copy (the
disclosure copy]) that is formatted in a
manner that makes it suitable for FDA

_to use to make a PBN available to the

public in an electronic reading room
(proposed §192.20(c){2)). As would be
the case with the electronic evaluation
copy, the regulation would inform
notifiers how to obtain information

_about the appropriate format of the -

electronic copy and a notifier would be
required-to provide such an electronic
copy of both the original PBN and of
any amendments to the PBN. Consistent -
with the EFOIA proposed rule, a notifier
would delete data or other information
claimed to be confidential from the
electronic copy in a manner that clearly
identifies the location and relative size
of deleted information. FDA is
proposing to require an electronic
disclosure copy to facilitate the agency’s

" compliance with EFOIA, which

includes provisions regarding the
availability of records in electronic form
and the establishment of “electronic
reading rooms.” As discussed in the
EFOIA proposed rule, section 4 of
EFOIA (5 U.S.C. 552(a}(2){(D)) adds a
new category of records that agencies.
must make available in their public
reading rooms. This new category
consists of copies of records that have
been released to any person under FOIA
and that; because of their subject matter,
the agency determines have become or
are likely to become the subject of
subsequent requests for substantially the

- same records. In light of the significant

public interest in bioengineered foods -
and in FDA’s oversight of these foods,

. FDA has tentatively concluded that it is

Likely that each submitted PBN would
be requested under FOIA nmultiple
times.

The preparation of an electronic copy
formatted in a manner that makes it

- suitable for FDA to use to make a PBN

available to the public in an electronic
reading room will require use of
computer technology. Although the use
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" netifier’s view that the bioengineered
food is as safe as comparable food and
that the intended use of the
bioengineered food is in compliance
with all applicable requirements of the

- act (proposed § 192.25(a)(1)). Applicable

- requirements of the act would include,

for example, the requirement under

section 409(a) and 402(a)(2}(C) of the act
for FDA review and approval of a feod
additive and the requirement under
section 201(n) and 403 of the act that
labeling for the food be appropriate.

FDA also is proposing that a notifier

state that to the best of the notifier’s

knowledge, the PBN is a representative
and balanced submission that inclades
information, unfavorable as well as
favorable, pertinent to the evaluation of

.~ the safety, nutritional, or other
- regulatory issues that may be associated
with the bloengmeered food (proposed
§192.25(a)(2)). FDA is proposing that
the notifier attest to these statements
‘because, under the act, developers of
new foods have a responsibility to
ensure that the foods they offer to
consumers are safe and in compliance
with all requirements of the act (57 FR:
22984 at 22985).

FDA is proposing the standard **
safe as” because thisis the standard that

- the agency currently uses to evaluate a .
notice that is submitted under the 1996
procedures. Because the proposed
standard is a comparative standard (*as
safe as”), it takes into account
circumstances such as the existence of
naturally occurring toxicants in many

-+ plants (e, g-» solanine that occurs
naturally in potatoes). As discussed
below {see section VIIL.G.1 and
proposed § 192.25(g)(1)), FDA also is
proposing that the notifier provide a -

- justification for selectmg a particular
food or foods as the “comparable food™
to which the notifier will compare the
bioengineered food.

2. Statements Regarding the Availability
of Data and Information for FDA’s -
Review

.FDA is proposing to require that a
notifier agree to make relevant data or
information that are not included in the
PBN available to FDA upon request
. while FDA is evaluating the PBN or for
cause {proposed § 192.25(a)}(3)). FDA is
proposing this requirement to ensure
that the agency will have access to
relevant data or other information if -
safety questions arise after the
bioengineered food enters commercial
distribution. This proposed requirement
will also continue a practice that began
under the 1996 procedures.

FDA also is proposing that a notifier
agree to two procedures for making such
data or information available to FDA

{proposed § 192. zs(a}(4)) The first ’
procedure is to allow FDA to review and
copy these data or information ata
specified address during customary

business hours. The second procedure is -

to send these data or information te
FDA. FDA is proposing that a notifier
agree to both of these two procedures to
provide flexibility and efficiency to both
the notifier and the agency.

3. Statement Regarding Public
Disclosure

'FDA is proposing that a notifier

"inform FDA as to whether the notifier

claims that the existence of a PBN, or
any or all of the data or information in
the PBN, is exempt from disclosure -
under the FOIA and explain the basis
for that claim (proposed §192.25(a)(5)).
FDA is proposing these requirements in

. light of the significant public interest in

bioengineered foods. These

‘requirements would ensure that FDA is

aware of the notifier’s position regarding
the avallablhty for public disclosure of

the existence and content of aPBN. In

addition, FDA believes that these

" requirements would alert a notifier that

the data or information contained in a
PBN are available for disclosure unless
the applicable criteria for exemption are
satisfied.

As discussed more fully below, this
proposed rule assumes that the
existence and content of a PBN is
available for public disclosure unless
the notifier establishes that the
existence of the notice constitutes -

. confidential commercial information or

that specific data or information in the
PBN constitute a trade secret or
confidential commercial information.
Thus, the proposed rule acknowledges
that there could be circumstances in
which the existence or cpntent‘ (ora
portion of the content) of a PBN would

be eligible for an exemption from public .

disclosure.
B. Part II: Synopsis

FDA is proposing that the first section
of a PBN be a synopsis (proposed-
§ 192.25(b)) that includes the same
information that FDA is recommending
for inclusion in a presubmission
consultation {see proposed §192. 10{1)(3}
and section V1.C of this document). The

synopsis would be a concise document
that describes the bioengineered food in

" amanner that is suitable for preparing

a publicly accessible list of PBN’s (see
proposed § 192.40(c)(1)(i} and section
X.A of this document].

" C. Part HI: Status at Other Federal
. Agencies and Foreign Governments

FDA is proposing that a notifier
inform FDA of the status of any prior or

ongoing evaluation of the bicengineered
plant, or food derived from such a plant,
by USDA/APHIS and EPA (proposed

§ 192.25(c)(1) and {c})(2)). The proposed
regulation is consistent with the
recommendations in a report issued in
April 2000 by the National Research

- Council (the 2000 NRC Report) (Ref. 14).

That report recommended, among other

. things, that FDA, EPA, and USDA/

APHIS establish a process to ensure
appropriate and timely exchange of
information between agencies about
bioengineered pest-protected plants.
Under the regulation, FDA would be
aware of any issues still pending at
those agencies, that are relevant to
FDA'’s evaluation of the bioengineered

~ food in question. When necessary and

appropriate, FDA would contact APHIS,
EPA, or both agencies about their
evaluation of the bioengineered plant.
In addition, as discussed previously
in this notice, the purpose of this
notification program is to provide FDA
with the information necessaryto -
determine whether there are legal status
questions concerning a bioengineered
food so as to permit FDA to carry out
its enforcement responsibilities. This
would include its responsibilities to
enforce section 402(a}(2)(B) of the act,

which addresses foods containing illegal

pesticide residues.?? If the EPA
regulatory process regarding the
bioengineered food is not yet complete
and a tolerance or exemption from
tolerance has not been established, the
food would not be in full compliance
with the law. Accordingly, in these
circumstances, FDA would inform a

- notifier that the agency does not

consider the notifier’s PBN to satisfy the
requirement for premarket notice (see
proposed §192.30(e) and section IX.C.5
of this document)

FDA also is proposing that a notifier
inform FDA as to whether the
bioengineered food is or has been the -
subject of review by any foreign
government and, if so, describe the
status of that review (proposed
§192.25(c)(3)): Foreign countries have
instituted various regulatory

‘requirements for bioengineered foods.

Information about the status ofa .
notifier’s submission(s) to foreign

. 33Under the Federal Insecticide, Fungicide, and
Rodenticide Act (FIFRA), EPA mg)slers pesticides,
including those introduced into food via
bioengineering; under section 408 of the act (21
U.S.C. 346a), EPA sets a tolerance or grants an
exemption from a tolerance for pesticide residues
in food. FDA has the statutory responsibility to
enforce these tolerances or exemptions; under
section 402{2){2)(B}, a food is adulterated if it
contains a pesticide residue that exceeds an
established tolerance or for which there is no
1olerance or exemption from the requirement for a
tolerance.
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considerably depending upon the

" chemical, physical, and physiological
properties of the substance and its
estimated dietary exposure.

FDA is proposing that'a notifier
include either: (1) An estimate of dietary

_exposure to substances introduced into,
or modified in, the food (proposed
§ 192.25(f)(3)(i)); or (2) a statement that
explains the basis for the notifier’s
conclusion that an estimate of dietary
exposure to these substances is not -
needed to support safety (proposed
§192.25(f)(3)(ii)). As discussed in the
1992 policy (57 FR 22984 at 22998),

" many substances that would be
introduced into, or modified in, a
bioengineered food would be present in
the bioengineered food at a relatively
low level. For example, since 1994,
developers have completed more than
45 consultations about bicengineered
foods, most of which contain newly
introduced or modified enzymes (Ref.
6). In most cases, an estimate of dietary
exposure to these enzymes was not
critical to the safety assessment.
However, this is not always the case,

- even for enzymes that would be present

in food at a low level. For example, in

the case of the enzyme APH(3')ll, FDA
relied, in part, on the estimated dietary
exposure to APH(")II in concluding that
active APH(3)11 in food would not
interfere with the-clinical efficacy of the
orally administered antibiotic,

kanamycin (59 FR 26700 at 26703).

Thus, the particular circumstances will

determine whether an actual estimate of

dietary exposure to a substance that is
introduced into a food plant is needed
to support the notifier’s view that the
bicengineered food is as safe as
comparable food.

3. Allergenicity.

FDA is proposing that a notifier
include a discussion of the available
data or information that address the
potential that a protein introduced into
the food will be an allergen (propesed
§ 192.25{f)(4)). The proposed regulation
is consistent with the 1996 procedures,
which recommend that a notifier :
‘prov1de FDA with information regarding

* . any known or suspected allergenicity

and a discussion of the available
information about the potential for the
bioengineered food to induce an allergic
response. Because scientific methods to
assess this issue are evolving, in the
proposed regulation FDA is
recommending that a notifier contact
FDA about the agency’s current thinking
on this topic.

FDA is deve]opmg guidance for
evaluating the potential allergenicity of
proteins introduced into bioengineered
foods and intends 1o make that drak

guidance available for public comment ’
in the near future. The draft guidance
will be based in parton . :
recommendations made by scientific
experts who attended a public scientific
conference on food allergy and .
bioengineered foods that FDA, EPA, and
USDA jointly hosted on April 18 and

19, 1994 (the 1994 allergenicity
conference (Ref. 17}}.37

- 4. Other Safety Issues

It is impracticable for FDA to either
anticipate all classes of substances that
could be introduced into food or
provide specific guidance about each of
those classes of substances. Therefore,
FDA is proposing that a notifier provide
a discussion of data or information
relevant to other safety issues that may
be associated with the substances .
introduced into, or modified in, the food
(proposed §192.25(0)(5)). This
requirement would cover any issues that
are not explicitly addressed in proposed -
§ 192.25(f)(1), ()(2), (D(3), and ((4)

. regarding substances introduced into, or
modified in, the food. Such issues could
include, for example, the digestibility or
toxicity of an introduced protein. FDA
expects that such issues would be
identified during presubmission
consultations on specific foods.

G. Part VII: Data and Information About

FDA is proposing that a notifier
provide data or information about the
bioengineered food (proposed
§192.25(g)). These data or information
would inclade a justification for
selecting a particular food(s}) as
““comparable food” (proposed
§192.25(g}{(1)); a discussion of historic.
uses of the comparable food(s}
(proposed § 192. 25(g)(2]], data or

. information comparing the composition
and characteristics of the bioengineered

“17The goal of the 1993 allergenicity conference
was to foster a scientific dialogue to assess
information that was available at that time
regarding the characteristic properties of food
allergens and the methods that are available to
assess allergenicity. The scientists who participated
in this conference noted that seram from an
individual who is sensitive to a known allergenic
source can beiused 1o assess the allergenic potential
of proteins derived from that souice. Thess
scientists acknowledged ‘that there are no direct
methods to assess allergenicity of proteins from
sources that are not known to produce food allergy.

. However, they suggested that the possibility that a
new protein will cause an- allergxc reactioncan, to
some degree, be evaluated by comparing its
similarity to characteristics of known food
allergens. H a protein does not have characteristics
of known food allergens, the potential that the
protein would cause an allergxc teaction is
minimized. Because exceptions have beenreported
for the observed characteristics'of allergens, and no
one factor is fully predictive, the scientists
recommended that an assessment of allergenicity be
based on all available information.

food to those of comparable food(s),
with emphasis on significant nutrients,
naturally occurring toxicants and
antinutrients, and any intended changes
to the composition of the food
(proposed §192.25(g}(3)); any other
information relevant to the safety,
nutritional, or other regulatory
assessment of the bioengineered food
(proposed § 192.25(g)(4)); and a
narrative that explains the basis for the
notifier’s view that the bioengineered
food is as safe as comparable food(s) and
that the bioengineered food is otherwise "
in compliance with all applicable
requirements of the act (proposed

§ 192.25(g)(5)). In general, the proposed
requirements derive from the 1992
policy, the 1996 procedures, and FDA’s
experience under the 1996 procedures.

- FDA discusses the details of this

proposed regulation immediately below.
FDA requests comment on the proposed
submission requirements regarding the
food. Such comments may result.in a
modification to the proposed
submission requirements.

1. Comparable Food

FDA is proposing that the notifier
provide a justification for selecting a
particular food or foods as the

- . *comparable food” to which the notifier

will compare the bioengineered food
(proposed § 192.25(g)(1)). The proposed
requirement is based on the 1992 policy
and FDA’s experience under the 1996 -
procedures.

Ordinarily, the comparable food
would be the parental variety or ,
commonly consumed varieties of the
parent'plant (57 FR 22984 at 22996 and
Ref. 5)). However, when the intended
effect of the transformation is to change
the composition of the food, it may be
appropriate to alse compare the
composition and characteristics of the
bioengineered food to that of another
commonly consumed food. For
example, if an oilseed crop is modified
to produce an oil that has a higher
content of a particular fatty acid than

- commonly consumed varieties, it may

be appropriate to also compare the
composition and characteristics of the
bioengineered food to that of a food that
contains that fatty acid. FDA expects :
that any issues associated with the
appropriate selection of comparable
food(s) would be identified during
presubmission consultations on specific
products. :

-2, Historic Uses of the Comparable Food

- FDA is proposing that the notifier
provide a discussion of historic uses of
the comparable food(s) to which the
notifier will compare the bioengineered

food {proposed §192.25(g)(2})). Several
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materials promptly), under the -
regulation, FDA could send a letter or
telefax to the notifier explaining that the
agency had received, but not filed, the
PBN and the reasons therefor.

Under proposed § 192.30(a)(1),
CFSAN will inform CVM about any PBN
that it files. Regardless of whether the
bioengineered food would be used in
human food, food for animals, or both,
this inter-Center communication will
ensure that both Centers are aware of all

" bioengineered foods that are nearing

commercialization.

B. Acknowledgment Letter

FDA is proposing to send, within 15
working days of filing a notice, a letter
. to the notifier {or, when applicable, the

" notifier’s agent) informing the notifier of .

the date on which FDA filed the PBN
(proposed §192.30(b)). As a practical
matter, such a letter would acknowledge

receipt'as well as inform the notifier of
the date of filing.

" C. Response Letter

FDA is proposing to respond to a
notifier within 120 days of filing a
notice {proposed § 192.30{c}). Because
all submissions will be sent to CFSAN,
CFSAN would issue the response to the
notifier, regardless of whether the
intended use of the bioengineered food
is in human food, food for animals, or
both. A response from CFSAN would
make clear that CFSAN was aware of,
and thus had been notified about; all
bioengineered foods, regardless of their
intended use.

As with any correspondence, the
particular circumstances will determine
the full text of the agency’s letter.

.However, the agency believes thata
letter would likely fall into one of four
general categories (proposed
§192.30(d)(1); (d)(2), (d)(3), and (d)(4)}.

- FDA discusses each of these four
categories immediately below. -

1. General Categories for FDA’s
Response

a. Letter that extends FDA’s
evaluation. FDA is proposing that the
agency could inform a notifier that the
agency is extending its evaluation of the
premarket notice by 120 days (proposed
§192:30(d){1)). Under the regulation, in
this letter FDA would also inform the
notifier that the agency expects that the

_bioengineered food will not be marketed
during the extended evaluation period.

Ordinarily, FDA expects to send a
final response to a notifier within 120
days, particularly if a prospective
notifier discusses relevant scientific and
regulatory issues with FDA, prior to
submitting a PBN about a bicengineered
food {see proposed § 192.10 and section

VI of this document). However, there are
several circumstances that could
prevent the agency from completing its

" evaluation within that time period. For

example, FDA may need to extend the
review time if a notifier did not
participate in the presubmission
consultation program; the issues raised
by a particular bioengineered food could
be particularly novel and:complex; parts
of a submission could require
clarification, amplification, or
correction; or the submission could be

. poorly written or be of such poor
“scientific quality that it prechades

timely evaluation by the agency.
As discussed previously, FDA is

. issuing this proposed rule to ensure that

it has the appropriate amount of
information about bicengineered foods
and to help to ensure that all market
entry decisions by the industry are
made consistently and in full
compliance with the law. The goal of
this rulemaking would not be achieved
if a bioengineered food entered
commercial distribution before FDA had
completed its evaluation of the
apglicab]e notice.

. Letter that the notice does not
provide a basis. FDA is proposing that
the agency have an option to inform a
notifier that the premarket notice does .
not provide a basis for the notifier’s
view that the bioengineered food is as

safe as comparable food or is otherwise

lawful (proposed § 192.30(d)(2)). In so.
doing, FDA would inform the notifier of
the reasons for this conclusion. Under
the regulation, in this Jetter FDA would
also inform the notifier that the agency
expects that the bicengineered food will
not be marketed.

FDA has had experience with another
food program, the proposed notification’
program for GRAS substances; in which
some submitted notices do not provide
a basis for the notifier’s view that the
intended use.of a substance is lawful
(Ref. 18). The underlying reasons why
the applicable notices have not
provided a basis for a GRAS
determipation have been quite varied.
Likewise, there could be various reasons

" why a premarket notice does not .

provide a basis for the notifier’s view
that the bloengmeered food is as safe as
comparable food or is otherwise lawful. -
For example, the notice may not provide
a basis for the notifier’s view that a
substance introduced into the =
bioengineered food is not an
unapproved food additive or that the
bivengineered food would not be
misbranded. As another example, the
notice may not provide a basis to
conclude that a bivengineered food that
contains'an unusually high level of a
naturally occurring toxicant would not

be adu}terated As a third example, if
the poor guality of a notice makes it
difficult for the agency to fully evaluate
the notice, regardless of the time period
available, FDA may inform the notifier
of the inadequacies of the notice rather
than extend its evaluation of the notice
for another 120 days.

If a notice about a biocengineered food
doesnot provide a basis to conclude
that a bicengineered food is as safe as
comparable food or is otherwise lawful,
that food could be adulterated or
misbranded and should not be
marketed. If a notifier initiates -
commercial distribution of a
bicengineered food after being informed-
that the applicable notice is not
-adequate, FDA will carefullyand .
completely review the legal status of the -
applicable food and will use all -
available options to ensure that the food

-is fully in compliance with all_

provisions of the act. In particular, in
such circumstances, the agency fully

. intends to bring to bear the complete
-range of its authorities and resources,

including its authority under section
704 of the act (21 U.S.C. 374) to conduct
inspections and investigations, collect

samples, and perform analyses, as well .

as its authority under sections 705 and
903 of the act {21 U.S.C. 375 and 393)
to engage in publicity and public
education. When the agency concludes
through the application of these
resources that a food is adulterated,
misbranded, or otherwise not in full
compliance with the act, FDA will
utilize the act’s legal sanctions, as
appropriate, including in rem seizure of
violative foods and injunction
proceedings against, or criminal
prosecution of, those resporisible for
distributing such foods.

c. Letter that FDA has no questions.
If, based on its evaluation of a notice,
FDA has no questions regarding the
notifier’s view that the bioengineered
food is as safe as comparable food and
is otherwise lawful, FDA would inform
a notifier of that fact (proposed
§192.30{d)(3}). Because the evaluation
of food safety is a time-dependent
judgment that is based on general
scientific knowledge as well as specific

- data and information about the food,

FDA would qualify its statement to
clanfy that the agency has no questions
*at this time.” This proposed response

is similar to the letters that FDA has
issued in response to submissions
received under the 1996 procedures.

d. Letter that a notifier has withdrawn
the notice. Under proposed § 192.20(g),

" if a notifier requests that FDA cease to
.evaluate a PBN, FDA would retain the .

PBN in its files and classify the PBN as
“withdrawn.” In such a circumstance,
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The proposed regulation commits to
make available the “text” of the
agency’s letter and the agency ’s
memorandum, rather than a “copy” of -
these records, to enable FDA to satisfy

_the regulations by a mechanism other
than providing a physical copy of these
records (e.g., by providing an electronic
copy on the Internet). Consistent with
current procedures for updating an
easily accessible inventory of notices
received for another foods program (i.e.,
the GRAS notification program; see Ref.

~18), FDA expectts to add the text of
applicable agency letters and

- memoranda to the easily accessible file

on an approximately monthly basis. The
proposed regulation to make this
information easx]y accessible to the.
public’is responsive to the input that
FDA received at the public meetings -
that it convened in 1999, and to the
comments that FDA received as a result
of those meetings.

As discussed previously {proposed
§192.30{c)(1) and section IX.C.1 of this
document), a notifier could receive a
Ietter that informs the notifier that FDA -
is extending its evaluation.of the :
premarket notice by 120 days. Under the
proposed regulation to make the
agency’s response to a PBN easily
accessible to the public, such an
extension letter would be easily
accessible to the public. When FDA .
issues a final letter regardmg the
applicable notice, itis likely that the
agency would replace the extension
letter with the final letter rather than
making both letters easily accessible.

" The fact that the notifier had received
an extension letter would still be readily
apparent (e.g., because the date of the
final response letter would be more than
120 days from the date of the extension
letter). In addition, it is likely that
FDA’s final response lefter would
‘acknowledge the fact-thiat the agenicy

-had sent a letter extending its
evaluation.

XI. Proposed Regulations Regarding
Bioengineered Foods That Would Be
Used in Animal Feed :

FDA is proposing to require the
submission to the agency of data and
information regarding bioengineered
plant-denved foods that would be used
in animal feed. FDA’s proposal also
includes a recommendation that
prospective notifiers participate in a
presubmission consultation program. In
general, these proposed regulations
regarding bioengineered foods intended
to be fed to animals (proposed part 592}
parallel the agency’s proposed
regulations for human food {proposed
- part 192): The following discussion
addresses areas of importance in the

‘proposed animal feed regulations

{proposed part 592).

‘The number of different species.
encompassed by the term “animal,”
used in the act, is extraordinarily broad
CVM has regulatory authority over the .
food consumed by all nonhuman

_"species, ranging from those raised in

aguaculture, such as lobster and fish, to

pets, birds, and the traditional classes of

farm animals like cattle, swine, and
horses. These animals may consume
parts of a bioengineered plant that are
not eaten by people. For example, cattle -
and other herbivores eat the forage
portion of the corn plant (stalk and
leaves), which has no human food
applications. In addition, animals may
eat the byprodhicts or residues left over
from the production of human foods.
For example, soybean meal, whichis a
source of dietary protein widely used in
animal diets, is a byproduct from the
production of soybean oil, whichis - -
primarily used in human foods. As
another example, broken rice, which is
not desirable for buman food, is a major
pet food ingredient.

Undesirable substances can
concentrate in the byproducts or
residues left over from the production of
human foods. For example, gossypol, a
naturally occurring toxicant in cotton,
concenirates in cottonseed meal, which
is a byproduct obtained during the -
manufacture of cottonseed oil. The
presence of gossypol limits the use of
cottonseed meal in animal feed. As
another example, some substances that-
can cause enlargement of the thyroid
naturally occur in rapeseed plants and
are concentrated inr the meal (commonly
called canola meal) that is a byproduct
obtained during the manufacture of low
erucic acid rapeseed oil (comonly called
canola oil). These compounds must
remain at a low level for the canola meal
to be useful in animal feed.

In some cases, bioengineered foods
could make up most of an animal’s diet,

-which the animal could consume for its

entire lifespan. For example, in a single -
year a high-producing dairy cow could

- eat as much as 6,000 poundsof a

nutritional supplement containing
added energy and protein. This
supplement could contain up to 80
percent corn grain and 20 percent
soybean meal. The same dairy cow
could also consume as much as 4,380

- pounds of fermented corn forage and

ears (i.e., whole plant corn silage in that
same year). Fattening beef cattle could
eat a diet based on 10 percent whole
plant corn silage, 80 percent corn grain,
and 9 percent soybean meal. A typical
swine diet contains 74 percent corn
grain and 23 percent soybean meal,
while broiler chicks might eat a ration

that is 58 percent corn grain and 35
percent soybean meal. Because these
foods may comprise such a large
percentage of an animal’s diet, an
undesirable substance that is introduced
into a bicengineered food, even at a Jow
level, has the potential to adversely
affect an animal that eats the food.
Because of these factors, notifiers in
assembling a PBN to address
bioengineered foods to be consumed by
animals should pay particular attention -
to the intended use of the bioengineered
. food, including the species expected to
consume it; the function and level of all
introduced or modified substances; and

- any changes in the composition and

characteristics of the food. FDA has
concluded that the notices should - -
contain adeqnate information about any
potential safety issues for all substances

- introduced into, or modified in, the

food. Concerns associated with any
changes in the composition or
characteristics of the bioengineered food
should also be addressed. Notifiers
should be aware that in some cases,
animal diets are formulated using
different nutritional parameters than
those used by human nutritionists. For
example, when a diet is formulated for

.cattle, nutritionists utilize parameters

such as neutral detergent fiber and acid
detergent fiber in evaluating the
suitability of a potential ingredient.
Notices for bioengineered plants
intended to be fed to animals should
incorporate these differences in how
ingredients are evaluated for their
nutritional content.

XIL Paperwork Reduction Act

This proposed rule contains
information collection provisions that
are subject to review by the Office of
Management and Budget (OMB) under
the Paperwork Reduction Act of 1995
{the PRA) (44 U.S.C. 3501—3520] A
description of these provisions is given
below with an estimate of the annual
reporting and recordkeeping burden. -
Included in the estimate is the time for
reviewing instructions, searching
existing data sources, gathering and .

‘maintaining the data needed, and

completing and reviewing each

. collection of information.

FDA invites comments on: {1}
Whether the proposed collection of
information is necessary for the proper
performance of FDA’s functions,
including whether the information will
have practical utility; (2) the accuracy of
FDA’s estimate of the burden of the
proposed collection of information,
inchiding the validity of the
methodology and assumptions used; (3)
ways to enhance the quality, utility, and -

- clarity of the information to be
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* food and food for animals, FDA’s
assumption results in a conservative
estimate of the reporting. and
recordkeeping burden.

. Because FDA’s analysis assumes that
all notices will encompass both human
food and food for animals, and because
all notices are submitted to CFSAN,
regardless of the intended use, FDA is
estimating the recordkeeping and
reporting burden only for the

- regulations issued in Part 192, FDA is
making no separate estimate of the
recordkeeping and reporting burden for
the regulations issued in Part 592 ’
because this burden is subsumed within
the burden estimated for part 192.

A. Hourly Burden to Prepare a Report
(Proposed § 192.20{a] through (b)(1)
and § 192.25)

FDA contacted five firms that had
made one or more submissions under
FDA'’s existing procedures, which are
summarized in a guidance first issued in
1996 {the 1996 procedures (Ref. 5)).
FDA asked each of these firms for an
estimate of the hourly burden to prepare
a submission under the current process.
Three of these firms subsequently
provided the requested information. .
Based on this information, FDA is
estimating that the average time to
prepare a submission unider the 1996
procedures is 150 hours.

The proposed rule would include
some reporting requirements that are
not described in the 1996 procedures.
After considering the amount of time.
that firms need, on average, to prepare’
a submission under the 1996 -
procedures, and after considering the

- relative contribution of the additional
parts, FDA is estimating that a firm
would need 32 to 48 additional hours to
prepare thé additional sections. For the
purpose of this analysis, FDA selected
the average of these estimates (i.e., 40
additional hours). - )

FDA is estimating that the hourly
burden to prepare a PBN is the sum of

- the hours that a firm currently spends,

-on average, to prepare a subinission

under the 1996 procedures and the

-additional hours that a firm would
spend, on average, to prepare a
submission that addresses requirements

. that are not described under the 1996

procedures. This sum is 150 hours plus
40-hours, or'190 hours.

B. Hourly Reporting Burden Associated
With Confidential Information in a
Report (Proposed § 192.20(b)(2)(i] and
(b)(2)(3i}

FDA expects that most of the data or
information in a PBN will be available
for public disclosure. However, a few

- firms that made submissions under the

1996 procedures included information
that they considered to be confidential.
To ensure that FDA is aware of
confidential information, under the
proposed rule a notifiér must identify
any confidential information in the
PBN. FDA is estimating that two PBN’s
per year would contain confidential
information and that it would take a
notifier 2 hours to identify this
information. Under the proposed rule, a
notifier who includes confidential
information must prepare and submit an
additional paper copy that has been

‘edited to delete confidential information

(i.e., a redacted copy). FDA is estimating
that it would take a notifier 5 hours to
prepare the redacted copy. FDA’s .
estimates of the hourly reporting burden
associated with confidential information
are based on its familiarity with
submissions received under the 1996

" procedures, including the content and

organization of those submissions. In
most cases, the confidential information
is present in limited locations within a
given submission. - :
C. Hourly Reporting Burden Associated
With Electronic Copies of the Report
{Proposed & 192.20(c)(1) and ez}
Under the proposed rule, a notifier

ordinarily would submit an electronic
copy that would'be in a format that is

* suitable for FDA to use to make the PBN

available in an electronic reading room
{e.g., html format}. FDA is estimating
that it would take 8 hours to format the
electronic disclosure copy. Because a
notifier who includes confidential
infofmation must redact this copy, FDA
is estimating that it would take an

‘additional 4 hours to do the redacting

and that this would occur in 2 of the 20
notices submitted per year. Thus, FDA

-is estimating that it would take a total

of 8.4 hours, on average, to prepare the
electronic disclosure copy. FDA’s
estimate of the hourly reporting burden
associated with an electronic copy is
based on its understanding of the
attributes of commonly used software
programs that likely would be used to

. prepare the electronic copy. :

Under the proposed rule, a notifier
may request a waiver from the proposed
requirement to submit an electronic
disclosure copy, e.g., because the

"notifier does not have access to the

technology that is needed to prepare
such a copy. Because a notifier who
requests a waiver need only write an -
explanation of why he is requesting the
waiver, FDA estimates that it would
take 0.5 hours to request a waiver.
Because most firms who have already
consulted with FDA regarding
bioengineered foods are large firms who
likely would have access to the

appropriate technology, FDA is
assuming that a request for a waiver will
be a rare event, and may not happenat -
all. Therefore, in this estimate of the
hourly burden to prepare a notice, FDA
is making the conservative assumption
that all firms will submit an electronic
disclosure copy; with an hourly burden
of 8 hours, and that no firms will .
request-a waiver, which would have a
reduced burden of only 0.5 hours.

-In addition, in the proposed rule FDA
i$ recommending that a notifier submit -
an electronic copy that would be
formatted in a manner that is suitable
for FDA to use to evaluate the PBN (e.g.,
portable document format (PDF)). A
notifier who submits an electronic
evaluation copy would submit one less
paper copy. FDA is estimating that it

“would take 8 hours to format the

electronic evaluation copy.

D. Hourly Reporting Burden Associated
With English Language Translations,
Authorization to Incorporate
Infortnation by Reference, and
Withdrawal (Proposed § 192.20(d), (e),

- and (g)

Under the 'prop‘dséd rule, a notifier-
who includes information in a foreign

-language must include an English

translation that is verified to be accurate
and complete. Based on its experience,
FDA is estimating that it would take 20
hours to prepare such a translation and
that this would happen very rarely (i.e.,
once every 2 years). However, FDA has
limited experience with the hourly
burden associated with English
language translations and specifically
requests comment on this estimate.
Under the proposed rule, a notifier
who wishes to incorporate by reference
a submission made by another party
must include a signed statement from
that party, authorizing the notifier to

. incorporate the information by

reference, unless the referenced
submission is publicly available {e.g.,
under the FOIA). FDA is estiinating that
it would take 2 hours to obtain the
signed statement and that this would
happen very rarely (i.e., once every 2
years). FDA’s estimate is based on-its.
experience with incorporationby -
reference in another food program (i.e.,

- the food additives program).

Under the proposed rule, a notifier
whe wishes to withdraw a PBN from
FDA’s consideration must dosoin
writing. Because this can be done by a
simple letter, FDA is estimating that it
would take 1 hour. FDA alsois -
estimating that this would happen very
rarely {i.e., once every 2 years). :
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that would otherwise héve been

- identified and resolved through

consultation with the agency. For

" example, the food may contain an :
- unexpected allergen or an unapproved
- food additive, or may be so significantly

different from its conventional
counterpart that special labeling would
be required to enable consumers to
identify the difference. :
Bioengineering enables deve]opers to
expand greatly the range of sources of
genes to introduce into foods. Genes
code for proteins, and virtually all
known food allergens are proteins.
Therefore, by transferring a gene from
one foodplant to another {and thereby
essentially transferring a protein from
one food to another) one may transfer
the allergenic properties of the first food
to the second. Because food allergies
can result in serious harm, including
anaphylactic shock and death, it is
important to know the allergenic profile
of food from a plant that is to' be used

" as the source of a gene to be transferred

to another foodplant.

It is also possible for a protein that
has never been in food before to become
an allergen once people become
exposed to it in the diet. Therefore, it is

~ also important to know whether a

protein from a traditionally nonfood
source has characteristics associated
with allergenic proteins.

Sxmllall:F ; becauise bioengineering
enables developers to introduce genetic
material from a wider range of sources
than has traditionally been possible,
there is a greater likelihood that a
developer using bioengineering to
modify a foodplant may introduce
genetic material whose expression
results in a substance that is
significantly different from substances
historically consumed in food. Such a
substance may require premarket .
approval as a food additive because it
may not be GRAS.

1 is also possible with bioengineering
that the newly introduced genetic
material may be inserted into the

- chromosome of a foodplant in a location

that causes the food derived from the
plant to have higherlevels of toxins
than normal, or lower levels of a :
significant nutrient. In the former case,
the food may not be safe to eat, or may
réquire special preparation to reduce or
eliminate the toxic substance. In the

atter case, the food may require special

labeling, so that consumers would know

that they were not receiving the level of

nitrients they would ordinarily expect
from consuming a comparable food. It is
important therefore for developers to
evaluate bioengineered foods from new

plant varieties to determine whether the
composition of the food has been
altered.

The additional provisions of the
proposed rule, beyond what was
requested by the 1996 procedures, aid in -
ensuring that relevant safety questions
are addressed by the developer. The
submission of a narrative of the -
developer’s reasons for concluding that

- the bioengineered food is as safe as
.comparable food and its justification of

the choice of comparab]e foods by the’
notifier will aid in ensuring that all
potential safety issues have been
considered. Discussion of unsuitable.
uses will provide FDA the opportunity
to ensure that foods that would not be

" suitable for particular applications are

not marketed for those applications.
Submission of a redacted copy will aid
the agency in protecting confidential
information in the notice and in
responding to FOIA requests.
Submission of an electronic disclosure
copy would facilitate the agency’s
making the PBN available in an

-electronic reading room.
2. Costs

For developers who would have gone
threugh FDA’s consultation process, the
costs associated with the proposed ’
required process would include only
costs of the additional provisions of the
proposed rule. The required process
will be modeled on the experience and
knowledge gained from the current
consultation process, but there will bea
number of new provisions that will have
costs for notifiers. First, the rule would
require a narrative explaining how the
notifier concluded the bioengineered

~ food i$ as safe as comparable food and

that the food is in compliance with the
act. Second; notifiers who inform FDA
about a bioengineered food that'contains
a gene that encodes resistance to an
antibiotic must specifically discuss the
issues associated with the use of that
gene. Although this provision was not
in the 1992 policy or the 1996
procedures, in 1998 FDA released draft
guidance for public comment. Since
1998, most notifiers who are in this
situation have included this discussion
in their submissions; in.addition, many
plant varieties are being developed
without genes that encode resistance to
an antibiotic. Therefore, FDA is
considering that the requirement to
discuss genes that encode resistance to
an antibiotic be a cost of the proposed
rule for only one submission per year
(that is, FDA is estimating that only one
relevant submission would have
omitted this discussion without the

rule): Third, notifiers must submit a
written justification of their choice of
foods that are comparable to the
bioengineered food and the historic uses
of these comparable foods. Fourth, if the
bioengineered food is unsuitable for any

' applications or uses, notifiers must

submit a description of these
applications or uses. Because
inappropriate uses are seldom an issue,
FDA is considering that this issue
would arise approximately once every 3
years. Fifth, if the submission includes
confidential information, notifiers must
submit redacted copies. Because very

" few submissions under the current

process have included confidential
information, FDA is considering that
approximately one or two copies per
year will contain confidential materials.
Sixth, notifiers must ordinarily would
submit an electronic copy suitable for
making the PBN available in an
electronic readmg room, but could

‘request a waiver if they have access to .

the technology that would be needed to
prepare the copy. )

FDA contacted five firms that had
made one or more submissions under
the 1996 procedures. FDA asked each of
these firms for an estimate of the hourly
cost associated with preparing a
submission under the current process.
Three of these firms subsequently
provided the requested information.
One firm estimated an average cost of
$125 per hour; another firm estimated
an average cost of $48 per hour; a third
firm estimated an average cost of $60
per hour. Based on this information,
FDA is estimating that the average cost

_ to prepare-a submission under the 1996

procedures is approximately $78 per
our. :
" The agency estimated the cost of a
notice as the time needed multiplied by .
$78, the average cost associated with the
person responsible for preparing a
notice. Since 1994, FDA has received
approximately eight submissions per
year, but the agency expects this
number of submissions to increase
because of the increasing use of the
technology. Because most firms who
have consulted with FDA under the
current process are Jarge firms who
likely would have access to the
technology that would be needed to
prepare an electronic disclosure copy,
in this analysis FDA is estimating that
no firms would request a waiver from
the proposed requirement to submit
such a copy. Therefore, total costs for
these additional provisions are expected
tobe between $16,604 and $67,444 per -
year.
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- 1. Transcript of the Meeting of FDA’s Food

. Advisory Committee, Herndon, VA, Apn] 6,

7,and 8, 1994. .
2. Transcript of the Joint Meeting of FDA’s
Food Advisory Committee and Veterinary

_ Medicine Advisory Committee, November 2

and 3, 1994..
3. Table of Contents, “Toxicological

- Principles for the Safety Assessment of Direct

Food Additives and Color Additives Used in
Food” {Also known as “Redbook I”), FDA,
Bureau of Foods (Now CFSAN), 1982. May be
Purchased From: National Technical
Information Services (NTIS), 5285 Port Royal
Rd., Springfield, VA 22161, 703-487-4650,
NTIS Order Number PB83-170696.

4. Table of Contents, “Toxicological
Principles for the Safety of Food Ingredients;
Redbook 2000,” available at http://
vm.cfsan.fda.gov.

5. “Guidance on Consultahon Procedures:
Foods Derived From New Plant Varieties,”
available at http://vin.cfsan.fda.gov.

6. “Foods Derived From New Plant
Varieties Derived Recombinant

DNA Technology; Final Consultations Under -

FDA’s 1992 Policy,” available at http://
vm.cfsan.fda.gov.

7. Press Release, U:S. Department of Health
and Human Services, “FDA to Strengthen

. Pre-market Review of Bioengineered Foods,”

May 3, 2000, available at hitp://
vm.cfsan.fda.gov. .

8. Transcripts from Public Meetings Held
on November 18, 1999, Chicago, IL.
November 30, 1999, Washington, DC, and
December 13, 1999, Oakland CA; at http://
www.fda.gov.

9. Nordles, J. A. etal,, “High Methionine
Brazil Nut Protein Binds Human Igk,”
Journal of Allergy and Clinical Inmunology,
vol. 93, pumber 1, part 2, p. 209, 1994.

10. Nordlee, }. A. et al., “Identification of
Brazil-Nut Allergen in Transgenic Soybeans,”
New England Journal of Medicine, vol. 334,
pp.688-728, 1996.

11. Ye, X. et al., “Engineering the
Provitamin A (Beta-Carotene) Biosynthetic
Pathway into (Carotenoid-Free} Rice
Endosperm,” Science vol. 287: pp. 30305,
2000. _

12, Kubo, Tomoaki, “Potential of Foods
From Which Unfavorable Component Have
Been Removed,”. Topic 10, Joint FAO/WHO
Expent Consultation on Foods Derived from

- Biotechnology, Biotech 00/12, 29 May-2 June
.2000, available at www.who.int/fsf/GMfood/

consu]tahon) May2000/biotech) 00) 12.pdf.
13, Agriculture Biotechnology: Permitting,

" Notification, and Deregulations, U.S. .

Department of Agriculture, Anipal Plant

* . Health and Inspection Service, available at’

http://www.aphis.usda.gov.

14. Genetically Modified Pest-Protected
Planis: Science and Regulation. Committee
on Genetically Modified Pest-Protected
Plants, Board on Agriculture and Natural
Resources, National Research Council,”
National Academy Press, Washington, DC
20055, available at http://www.nap.edu/.

15. “Guidance for lndustry: Use of
Antibiotic Resistance Marker Genes in
Transgenic Plants,” available at bttp://
vm.cfsan.fda.gov.

16. “Report on Consultations Regarding
Use of Antibiotic' Resistance Marker Genes in

Transgenic Plants,” available at http://
vm.cfsan.fda.gov. :

17. Transcript of “Conference on Scientific
Issues Related to Potential Allergemcxty in
Transgenic Food Crops,” Annapolis, MD,

April 18 and 19, 1994, Document TR-1,

. summary available at http://vm.cfsan.fda:gov.

18. Inventory of GRAS Notices, avallab}e at
http://vin.cfsen.fda.gov.

List of Subjects

21 CFR Part 192

Administrative practiceand -
procedure, Food additives, Food
labeling, Foods, Reporting and
recordkeepmg requirements.

21 CFR Part 592

Administrative practice and
procedure, Animal feeds, Animal foods,
Food additives, Food labeling,
Reporting and recordkeeping
requirements.

Therefore, under the Federal Food,
Drug, and Cosmetic Act and under
authority delegated to the Commissioner
of Food and Drugs, it is proposed that
Title 21 CFR, Chapter I be amended as
follows:

1. Add part 192 to read as follows-

PART 192—PREMARKET NOTICE
CONCERNING BIOENGINEERED FOOD

Sec.

192.1 Definitions: What terms do I need to
know?

192.5 Reguirement for premarket
bictechnology notice.

192.10 Recommendation for presubmission
consultation. :

192.20  Premarket bxotechnology not)ce.
Administrative information.

192.25 Premarket biotechnology notice—
. required parts: What must I include in a
premarket-biotechnology notice?

192.30 FDA evaluation and response: What |

will I get back from FDA and how long
will it take?
192.40 Public dxsclosure.

Aunthority: 21 U.S.C. 331, 342, 343, 348,
371.

PART 192—PREMARKET NOTICE
CONCERNING BIOENGINEERED FOOD

§192.1 Deﬁmbons. What terms do | need
to know?

{a) A bxoengineered food means food

-derived from a plant that is developed

using a transformation event.

(b) Commercial distribution means
introduction, or delivery for
introduction, into interstate commerce
for sale or exchange for consumption in
any form by humans or other animals. .

c) A notifieris the person who
submits a premarket biotechnology
notice under this part. Any person whe
is responsible for the development,

- distribution, impertation, or sale of a

bioengineered food may be a notifier.

(d) A premarket biotechnology notice
(PBN]} is a submission to FDA regarding

- a bioengineered food that is intended to

enter commercial distribution. Under .
this part, a PBN includes all data and
information in the original submission
and in any amendments to the original
submission.

{e} Transformation event means the
introduction into an organism of genetic

_ material that has been manipulatedin

vitro. For the purpose of this part,
**organism” refers to plants.

§192.5 Requirement for premarket - .
biotechnology notice.

" (a) What foods must I notify FDA

- about? You must notify FDA about any

bicengineered food, including a
bioengineered food derived from a new
plant variety modified to contain a’
pesticidal substance, that will enter
commercial distribution unless all of the
following conditions are satisfied: .

(1) The bioengineered food derives
from a plant line that represents a -
transformation event that has been |
addressed in a PBN previously
submitted to FDA;

{2) The use or application of the
bloengmeered food has been addressed
in a notice previously submitted to
FDA; and

(3) A letter from FDA demonstrates
that FDA has evaluated the use or
application of the bioengineered food
and has no questions about it. This
would inchide a letter issued between
May 1, 1994, and the effective date of
this rule.

_{b) Must the data or other information
that I submit to support my PBN be
generated from a particular plant line?
The data or other information that you
submit to FDA regardinga
bioengineered food must be generated
from a plant line whose derivation can
be traced to the transformation event
that is the subject of the notice and that
contains the genetic material introduced
via the transformation event.

(c} When do I submit my PBN? You
must submit your PBN at least 120 days
before the bioengineered food is
marketed.

§192.10 Recommendation for
presubmission consultation.

{a) Is there a program that provides an
opportunity for me to consult with FDA
about a bioengineered food before I
submit a PBN? FDA has established a
presubmission consultation programto
enable a prospective notifier to identify
and discuss relevant safety, nutritional,
or other issues regarding a
bioengineered food before submitting a
PBN about that food. FDA recommends
that you participate in this program.
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" at the address listed previously or ook -

on OPA’s home page on the Internet.

(2) Disclosure copy. (i) Unless waived
under paragraph (c)(2)(ii) of this section,
you must submit an electronic copy that
is formatted in a manner that makes it
suitable for FDA to use to make your
PBN available to the public in an
- electronic reading room. This includes
an electronic copy of your original PBN
and of any amendments that you make
to your PBN. If you claim that specific
data or other information in the PBN are
confidential, you must remove such
data or information from the disclosure
copy in a manner that clearly identifies
the location and relative size of deleted
information. To obtain current
information about the technical format
of this disclosure copy, write to OPA at
the address listed previously or look on
OPA’s home page on the Internet. .

{ii} You may request that FDA waive
the requirement for an electronic
disclosure copy, e.g., if you do not have
access to the appropriate technology for
formatting such a copy. FDA will grant
or.deny your request according toits
merits.

{d) May I submit any data or other
- information, such as a reprint ofa -

- published scientific article, in a foreign
language? i you submit any material in
a foreign language, you must provide an
English translation that is verified to be
complete and accurate.

})May Tincorporate ddta or other
mfozmatmn ‘that are already retained in

FDA’s files by referring to them? (1) If . .

you previously submitted a file to FDA,
you may incorporate that file by
referring FDA to it.

{2) If someone else previously
submitted a file to FDA, the procedure
that you may use to incorporate that file
into your PBN depends on whether the

" file is publicly available (e.g., the file is
i an electronic reading room or is
otherwise available under FOIA).

(i) If the file is publicly available, you
may incorporate that ﬁle by referring
FDA toit.

(i1) I the file is not publicly available,
you may incorporate that file by
referring FDA to it if the person who
submitted the file authorizes you to do

“so in 4 sighed statement and you
‘include that signed statement in your
PBN.

(D How can I get addmonal
information that will help me to prepare
a PBN? You can obtain current guidance
regarding specific technical issues by
writing to OPA at the address listed
previously or by looking on OPA’s home
page on the Internet.

(gg] May I withdraw a PBN from FDA
consideration after I send if? (1) At any
time during FDA’s evaluation of a PBN,

)

you may request that FDA cease to
gvaluate it. Your request would not -
preclude you from submitting a future
PBN about the same bioengineered food.
(2) If you request that FDA cease to
evaluate your PBN, FDA will retain your
PBN in its files and classify your PBN -

" as “withdrawn.”

§ 192.25 Premarket bio!echnolog‘y notice—
required parts: What mustiincludeina

' premarket biotechnology notice?

A PBN has seven parts. You must
inclade all of the information described.
in each part, or explain why it does not
apply to the bioengineered food..

a) Part I. In your PBN, you must
provide a letter that a responsible
official of your organization, or your
attorney or agent, dates and signs. In
this letter, you inform FDA that you are
submitting a PBN under § 192.25, state
your position or title, and attest to the
following:

(1) It is your view that: )

(i) The bioengineered food is as safe
as comparable food; and .

{ii) The intended use of the
bioengineered food is in compliance
with all applicable requirements of the
Federal Food, Drug, and Cosmetic Act
(the act).

{2} You agree to make rel evant data or
other information that are not included
in your PBN available to FDA upon
request, either while FDA is evaluating
your PBN or for cause.

(3} You agree to two procedures for
making relevant data or other
information that are not included in
your PBN available to FDA by:

(i) Allowing FDA to review and copy
these data or information at a specified
address during customary business
hours;or - -

(i) Sending a copy of these data or
information to FDA.

(4)(3) Your view as to whether the
existence of your PBN, or any or all of
the data or other information in your
PBN, is exempt from disclosure under
the FOIA {i.e., is confidential); and

(ii) If you claim that the existence of
the PBN, or any or all of the data or
other information in the PBN, is
confidential, you must explain the basis
for your claim.

'(5) To the best of your knowledge, the
PBN is a representative and balanced
submission that includes information, .
unfavorable as well as favorable,
pertinent to the evaluation of the safety,
nutritional, or other regulatory issues
that may be associated with the
bioengineered food.

(b) Part 1. In your PBN, you must
provide the following synopsis:

(1) Section 1. Your name and address;

{2} Section 2. The name of the
bioengineered food that is the subject of

_ the PBN and the plant species from’

‘which it is derived;

(3) Section 3. The distinctive
designation{s) that you use to identify
the applicable transformation event(s);

{4). Section 4. A list of the identity(ies)
and source(s) of introduced genetic
material;

{(5) Section 5. A description of the :
purpose or intended technical effect of -
the transformation event. This includes
expected significant changes in the
composition or characteristic properties
of food derived from the plantas a
result of the transformation event,
regardless of whether these changes
result fromn the insertion of new genes .
or from a modification in the expression
of endogenous genes;

{6) Section 6. A descnptmn of the
applications or uses of the
bioengineered food; and

(7) Section 7. A description of any
applications or uses that are not suitable
for the bioengineered food. .

(c} Part II. In your PBN, you must
describe the status of the bioengineered
food at other Federal agencies and

- foreign governments.

(1) Status at the U.S. Department of
Agriculture, Animal and Plant Health
Inspection Service (APHIS). A statement
as to whether the bioengineered food .
plant has been the subject of an initiated
or completed authorization, or petition
for nonregulated status by APHIS, under
7 CFR 340,

(2) Status at the U.S. Environmental
Protection Agency (EPA). A statement as
to whether any plant pesticide residue
in the bioengineered food is or has been
the subject of a consultation with, or
review by, EPA and, if so, a description
of the status of that consultation or

-review.

'(3) Status at foreign governments. A
statement as to whether the
bloengmeered food is or has been the
subject of review by any foreign
government and, if so, a description of
the status of that consultation or review.

(d) Part IV. In your PBN, you must .
provide the followingdata or other
information about the method of
development of the food:

. (1) Section 1. Characterization of the
parent plant including scientific name,

_ taxonemic classification, mode of

reproduction, and pertinent history of
development.

{2) Section 2. Construction of the
vector used in the transformation of the
parent plant. This includes a thorough
characterization of the genetic material
intended for introduction into the
parent plant and a discussion of the
transformation method, open reading
frames, and regulatory sequences.
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{2} In general, FDA will use'the
“information submitted in Part I of each
- PBN (i.e., the information described in

§ 192.25(b) of this part} to prepare this
list and will update this list on an
approximately monthly basis.

(c) Would the data or other
information in my PBN {including an
amendment to my PBN, or any data or
information that I incorporate by
reference) be available to the pubbc'? (1)
Ordinarily, the data or other information
in your PBN are available for public
disclosure, in accordance with § 20.61

. of this chapter, as of the date that FDA
files the PBN. -

(2) If you believe that any or all of the
data or other information in your PBN
is confidential, it is your responsibility
to say so. The way to do thisis in the

“letter that you send in Part I of your
PBN (§ 192.25(a}{(4)). In addition, under
§192.20(b) and (c), itisyour -
responsibility to provide copies of your

~ PBN that do not contain any data or
other information that you claim are
confidential. ‘

{3) i you claim that any or all of the
data or other information in your PBN
is confidential, FDA will evaluate your
claim. FDA will disclose the data or
information in your PBN unless FDA
determines that your claim
demonstiates that the criteria for
exemption from disclosure in § 20.61 of
this chapter are satisfied. .

(4) If FDA determines that any or all
.of the data or other information in your

PBN is confidential as of the date that
we file it, those data or information
would be available for public
disclosure, in accordance with §20.61
of this chapter, when the criteria for
exemption from disclosure in § 20.61 of
this chapter are no longer satisfied.

(5) As long as the existence of your
PBN is confidential, then the data or
other information in your PBN would
not be available for public disclosure.

(d) How could the public obtain
disclosable data and information in my
PBN? Under the FOIA, the public could
obtain the disclosable data or other
information in your PBN or an
amendment to your PBN, or that you
incorporate by reference into your PBN,
by looking for these data and
information in FDA'’s electronic reading’

'room or by asking FDA to send them a
copy of these data and information.

(e) Would the agency’s evaluation of
my PBN be available to the public? FDA
will make the following information
easily accessible to the public (e.g., by
p}acmg the information on the Internet
or in a paper or electronic file that is
available at FDA for pubhc review and

copying):

(1) The'text of any letter 1ssued by the
agency under §192.30(c).

{2) The text of the agency’s completed
evaluation of any notice submitted ’
under this part.

2. Add part 592 to read as-follows: -

PART 592—PREMARKET NOTICE
CONCERNING BIOENGINEERED FOOD

Sec.

592.1 Definitions: What terms do I peed to
know?

592.5 Requirement for premarket
biotechnology notice.

592.10 Recommendation for presubmission
consultation.

592.20 Premarket biotechnology notice:
Administrative information. )

592.25 Premarket biotechnology notice—

' required parts: What must I include in a
premarket biotechnology notice?

592.30 FDA evaluation and response: What
‘will I get back from FDA and how Iong
will it take? a

592.40 Public disclosure.

Authority: 21 U.S.C. 331, 341, 343, 348,
371,

§592.1 Definitions: What tesms do | need
to know?

(a) A bicengineered food means food
derived from a plant that is developed
using a transformation event.

(b) Commercial distribution means
introduction, or delivery for
introduction, into interstate commerce
for sale or exchange for consumption in
any form by humans or other animals.’

c) A notifier is the person who
submits a premarket biotechnology
notice under this part. Any person who
is responsible for the development,
distribution, importation, or sale of a
bioengineered food may be a notifier.

{d} A premarket biotechnology notice
(PBN) is a submlssxon to FDA regarding
a bicengineered food ‘that is intended to

enter commercial distribution. Under
this part, a PBN includes all data and
information in the original submission
and in any amendments to the original
submission. .

(e} Transformation event means the
introduction into an organism of genetic
material that has been manipulated in
vitro. For the purpose of this part,
“organism’ refers to plants.

§592.5 Reqmrement for premarket
biotechnology notice.

(a) What foods must 1 notrfyFDA
about? You must notify FDA about any
bioengineered food, including a
bioengineered food derived from a new
plant variety modified to containa
pesticidal substance, that will enter

cominercial distribution unless all of the -

following conditions are satisfied:
(1) The bioengineered food derives
from a plant line that represents.a

transformation event that has been
addressed in a PBN prevmnsly
submitted to FDA;

(2} The use or apphcat]on ofthe . _
bmengmeered food has been addressed
in a notice previously submitted to
FDA; and

(3) A letter from FDA demonstrates
that FDA has evaluated the use or
application of the biocengineered food
and has no questions about it. This
wonld include a letter issued between
May 1, 1994, and the effectlve date of
this rule.

(b) Must the data or other information
that I submit to support my PBN be '
generated from a particular plant line?
The data or other information that you
submit to FDA regarding a
bioengineered food must be generated
from a plant line whose derivation can
be traced to the transformation event
that is the subject of the notice and that
contains the genetic material introduced
via the transformation event.

(¢} When do I submit my PBN? You
must submit your PBN at least 120 days
before the bioengineered food is
marketed.

§592.10 Recommendation for.

. presubmission consultation.

(a) Is there a program that provides an
opportunity for me to consult with FDA
about a bioengineered food before I

.submit a PBN? FDA has established a

presubmission consultation program to
enable a prospective notifiér to identify
and discuss relevant safety, nutritional,
or other issues regarding a
bioengineered food before submitting a

" PBN about that food. FDA recommends

that you participate in this am.

(b)yHovI:r doeslzhe presubnll)lr:s%m
consultation program work? In this
program, you inform FDA about the
bioengineered food. FDA encourages
you to discuss with us safety,
nutritional, or other issues that may be
associated with the bicengineered food.
FDA will establish an adiministrative file
for your consultation. Although FDA
may provide written feedback during
the consultation, that feedback would
not release you from the réquirement in
§592.5 to notify FDA about the
bicengineered food as described in
§§592.20 and 592.25.

{c} Would the fact that I am
consulting with FDA be confidential? (1)
In most cases, the fact that you are :
consulting with FDA would not be
confidential.

(2} If you claim that the fact that you
are consulting with FDA is confidential,
FDA will evaluate your claim. HFDA is
asked, under the Freedom of
Information Act (FOIA), about whether
you are consulting with us, FDA will
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access to the appropriate technology: for
formatting such a copy. FDA will grant

‘or deny your request according to its

merits.
‘{d) May I submit any data or other

“information, such as a reprint ofa

published scientific article, in a foreign
language? If you submit any material in

a foreign language, you must provide an °

English translation that is verified to be

_complete and accurate.

{e) May I incorporate data or other
information that are already retained in
FDA’s files by referring to them? (1)
you previously submitted a file to FDA,

. you may incorporate that file by
- referring FDA to it.

(2) If someone else previously
submitted a file to FDA, the procedure
that you may use to incorporate that file
into your PBN depends on whether the -
file is publicly available (e.g., the file is
in an electronic reading room or is
otherwise available under FOIA).

(i) I the file is publicly available, you
may incorporate that ﬁle by referring
FDA toit. '

(3i) If the file is not pubhcly available,
you may incorporate that file by
referring FDA to it if the person who
submitted the file authorizes you to do
so in a signed statement and you
include that signed statement in your
PBN.

(f) How can I get addmonal

' information that will help me to prepare

a PBN? You can obtain current guidance
regarding specific techmical issues by
writing to OSC at the address listed
previously er by looking on CVM’s
home page on the Internet.

(g) May I withdraw a PBN from FDA
consideration after I send it? (1) Atany -
time during FDA’s evaluation of a PBN,
you may request that FDA cease to
evaluate it. Your request would not
preclude you:from-submitting a future
PBN about the same bioengineered food.

(2} If you request that FDA cease to.
evaluate your PBN, FDA will retain your
PBNin its files and classify your PBN -
as “withdrawn.”

§592.25 Premarket biotechnology notice—
required parts: What mustlincludeina.
premarket biotechnology notice?

A PBN has seven parts. You must
include all of the information described
in each part; or explain why it does not
apply to the bioengineered food.

a) Part 1. In your PBN, you must
provide a letter that a responsible
official of your organization, or your
attorney or agent dates and signs. In
this letter, you inform FDA that you are
submitting a PBN under § 192.25 and
attest to the following:

(1) It is your view that:

(i) The bivengineered food is as safe
as comparable food; and

{ii) The intended use of the
bioengineered food is in compliance
with all applicable requirements of the
the Federal Food, Drug, and Cosmetic
Act (the act).

(2) You agree to make relevant data or
other information that are not included
in your PBN available to FDA upon
request, either while FDA is evaluating
your PBN or for cause.

{3) You agree to two procedures for
making relevant data or other
information that are not included in
your PBN available to FDA by:

(i) Allowing FDA to review and ‘copy
these data or information at specified

. address during customary business

hours; or

(ii) Sending a copy of these data or
information to FDA.

{4)(i) Your view as to whether the
existence of your PBN, or any or all of
the data or other information in your
PBN, is exempt from disclosure under
the FOIA (i.e., is confidential); and

(ii) 1f you claim that the existence of
the PBN, or any or all of the data or
other information in the PBN, is
confidential, you must explain the basis
for your claim.

{5) To the best of your knowledge, the
PBN is a representative and balanced
submission that includes information,
unfavorable as well.as favorable,
pertinent to the evaluation of the safety,
nutritional, or other regulatory issues
that may be associated with the

bioengineered food.

(b) Part H. In your PBN, you must
‘provide the following synopsis: .

(1) Section 1. Your name-and address,

(2) Section 2. The name of the
bioengineered food that is the subject of
the PBN and the plant species from
which it is derived;

(3) Section 3. The distinctive '
designation(s) that you use to identify
the applicable transformation event(s);

(4) Section 4. A list of the identity(ies)
and source(s) of introduced genetic
material;

(5) Section 5. A description of the
purpose or intended technical effect of
the transformation event. This includes
expecied significant changes in the

- composition or characteristic properties

of food derived from the plant'asa
result of the transformation event,
regardless of whether these changes
result from the insertion of new genes
or from a modification in the expressxon
of endogenous genes;

(6) Section 6. A descnptlon ofthe
applications or uses-of the
bioengineered food; and

" (7} Section 7. A description of any
applications or uses that are not suitable
for the bioengineered food.

{c) Part HI. In your PBN, you must
describe the status of the bioengineered

_ of the status of that consultation or

food-at other Federal agencxes and
foreign governments. -

(1) Status at the U.S. Department of
Agriculture, Animal and Plant Health

.Inspection Service (APHIS}. A statement

as to whether the bioengineered food
plant has been the subject of an initiated .
or completed anthorization, or petition -
for nonregulated status by APHIS, under.
7 CFR part 340.

(2) Status at the U.S. Environmental
Protection Agency (EPA). A statement as
to whether any plant pesticide residue
in the bioengineered food is or has been
the subject of a consultation with, or
review by, EPA and, if so, a description
review.

{(3) Status at foreign governments. A
statement as to whether the
bivengineered food is or has been the
subject of review by any foreign
government and, if so, a description of
the status of that consultation. or review.

{d) Part IV. In your PBN, you must
provide the following data or other
information about the method of
development of the food:

{1) Section 1. Characterization of the
parent plant including scientific name,
taxonomic classification, mode of
reproduction, and pertinent history of
development.

{2) Section 2. Construction of the
vector used in the transformation of the

. parent plant. This includes a thorough

characterization of the genetic material
intended for introduction into the
parent plant and a discussion of the
transformation method, open reading
frames, and regulatory sequences,

(3) Section 3. Characterization of the
introduced genetic material, including
the number of insertion sites, the
number of gene copies inserted at each
site, information on deoxyribonucleic
acide (DNA) organization within the
inserts, and information on potential
reading frames that could express
unintended proteins in the transformed
plant. . :

{4) Section 4. Data or other
information related to the inheritance
and genetic stability of the introduced
genetic material.

(5) Section 5. A discussion, as
necessary, of other relevant data or other -
information about the method of
development. '

(e} Part V. In your PBN, you must
discuss any newly inserted genes that
encode resistance to an antibiotic. FDA "
recommends that you contact FDA
about the agency’s current thinking on
this topic.

(f} Part VI. In your PBN, you must
provide the following data or other
information about substances {other
than DNA, ribonucleic acid {(RNA), or
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(3) If you claxm that any or all of the”
data or other information in your PBN
is confidential, FDA will evaluate your
claim. FDA will disclose the data or

_ information in your PBN, unless FDA

determines that your claim
demonstrates that the criteria for
exemption from disclosure in § 20.61 of
this chapter are satisfied.

(4) H FDA determines that any or - all
of the data or other information in your
PBN is confidential as of the date that
we file it, those data or information
would be available for public
disclosure, in accordance with 20.61 of
this chapter, when the criteria for
exemption from disclosure in § 20.61 of
this chapter are no longer satisfied.

. (5) As long as the existence of your
PBN is confidential, then the data.or

" other information in your PBN would
" not be available for public disclosure.

' (d) How could the public obtain

disclosable data and information in my -

PBN? Under the FOIA, the public could
obtain the disclosable data or other
information in your PBN or an
amendment to your PBN, or that you
incorporate by reference into your PBN,
by locking for these data and '
information in FDA’s electronic reading

-room or by asking FDA to send them a

copy of these data and information.
{e) Would the agency’s evaluation of
my PBN be available to the public?
FDA will make the following
information easily acceéssible to the .

- public {e.g., by placmg the information
_omthe Internet or in a paper or

electronic file that is available at FDA
for public review and copying):-
(1) The text of any letter issued by the
agency under § 192, 30{c) of this chapter.
{2) The text of the agency’s completed
evaluation of any notice submltted
under this part.

Dated: September 22; 2000.
Jane E. Henney,
Commissioner of Food and Drugs.

‘Donna E. Shalala,

Secretary of Health and Human Semces

- [FR Doc. 01-1046 Filed 1-17-01; 8:45 am]

BILLING CODE 4160-01-F

DERPARTMENT OF THE TREASURY

RIN 1535-AY02

Hedging Transactions

AGENCY: Internal Revenue

rvice {IRS},
Treasury. ’

ACTION: Notice of proposed rnlemakmg
and notice of public hearing.

SUMMARY: This document contains
woposed regulations relating to the

sed regulations reflect changes to

the laW made by the Ticket to Work and

1999. Thé\proposed regulations affect
businesses i

DATES: Written ore
generated comments
by April 25, 2001. Requdsts to speak
(with outlines of oral co

‘discussed) at the public heaNng

: _»hedu]ed for May 16, 2001, at 10 a.m.,

7604 Ben ¥ranklin Station, Washmgton,

bmissions may be hand

’s Desk, Internal
Revenue Service, 11N Constitution

Avenue NW ., Washin

IRS Home. Page, or by submitting
ents directly to the IRS internet
site at http://www.irs.gov/tax_ regs/
regslish
e‘]RS aud]tonum, 1111

; concemmg
submissions of commexts, the hearing,
and/or to be placed on bul]dmg

access list to attend the heaxjng, contact

Lanita Vandyke, (202) 622-7180 (not

~ toll-free numbers).

SUPPLEMENTARY INFORMATION:

. conxined in this notice of propoéed

rulemaking has been reviewed and
by the Office of Management

and Budgkt in accordance with the

sponsor, and a pe) on is not reqmred to
respond to, a coll
unless it (hsp}ays a

collection of mform.atlon must be

cter of hedging transactions. These

tml. The public hearing will be

- may prescribe in regulatmns S

retamed as long as their contents may
become material in the administration
any internal revenue law. Generally,
returns and tax return information

are tonfidential, as reqmred by 26
U.5.CN\g103.
Backgro

This documsent contains proposed

amendments to\26 CFR part 1 under
section 1221 of theJnternal Revenue

1999, section 1221 genexally defined a

. capital asset as property ha}d by the:

taxpayer other than: (1) Stockjn trade
or other types of assets includi
inventory; (2) property used in a
business that is real property or
erty subject to depreciation; (3)
copyrights (or similar property);
ts or notes receivable
i the ordinary course of a
ess; and (5} U.S.
government publications.

In 1994, the published in 1 the
Federal Register (
Treasury regulations
providing for ordmary

edges. The
regulations generally apply to edges

at reduce risk with respect to o)
erty, ordinary obligations, and

IRS published in the Federal Register
al regulations on the

ming of gain or loss from

Treasury regulations in thiy
) December 17, 1999 secti

edgmg transactions and
blies. Section 1221{a)(7)
treatment for hedging
transactions that ar c]early identified as
such before the close

entered into by the t
normgl course‘of buSiness
primarily to ‘

dinary property,
ordinary obligation, or borrowings of
the taxpayer. §1221(b )(A)(]) and ().
The statutory definition sf'h
transaction also includes

manage such other risks as the Secretary

1221(b}(2){A)(3ii). Further, the statute
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JON S. CORZINE

NEW JERSEY

COMMITTEES:
BANKING, HOUSING, AND

e Wnited States Denate

PuBLic WORKS
JOINT ECONOMIC WASHINGTON, DC 20510-3004

July 3,2001

Dr. Bernard Schwetz

Acting Deputy Commissioner
Food and Drug Administration
5600 Fishers Lane

Rockville, Maryland 20857

Dear Acting Commissioner Schwetz:

502 SENATE HART OFFICE BUILDING
WastinGTON, DC 20510
(202) 224-4744

ONE GATEWAY CENTER
1174 FLOOR
. Newark, NJ 07102
{973) 6453030

208 WHiTE HORsE PIke
SuiTe 18~19
BarRINGTON, NJ 08007
(856} 757-5353

My office has received a letter from Carol Lydick concerning food allergies. In an effort
to be responsive to my constituent, I am forwarding this correspondence for y our review.

Please respond to Barbara Wallace in my Barrington office. Thank you for your attention

to this matter.

Sincerely,

JSC:baw

. 25l
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Carol Lydick
11 Poe Lane
Allentown, NJ 08501
Phone: 609-259-7916 - Fax: 609-259-0562
Lydicki@awol.com

Senator Jon S. Corzine
208 White Horse Pike, Suite 18
Barrington, New Jersey 08007

Re: HFA-305 FDA,
Dockets Management Group

Accurate Food Labels. I suffér from Celiac Disease and other food intolerances, such as soybean, corn,
dairy and fluoride. My grandson has such severe peanut and soy allergies, that he cannot attend school

because even touch (someone handling a implement after eating a peanut containing product) or airborne
peanut particles cause asthma and ultimately anaphylactic shock. My daughters in law, and her children,

--suffer intolerances-of milk, watermelon, strawberries-oranges; bananas-and chocolate. - We also-have-others

who have Celiac Disease in the family, and with better diagnostics, we are discovering more and more
people who have these allergies/intolerances of foods which often manifest as other illnesses and immune
disorders (cancer, fibromyalgia, chronic fatigue, etc.) ‘

Finding suitable food is so difficult. Often we find ourselves suffering from problems, only to discover
when calling the manufacturer, there are hidden ingredients in the foods that have triggered an attack. This
is especially life threatening for those who have peanut allergies and other anaphylactic responses, and
although the results are less immediate, it can be life threatening for people with Celiac Disease.

Pharmaceutical Companies. People in the vitamin and healtlr; food industry seem to have develop the
concept of food allergies and their consequences to the sufferers. Most label their products with at least the
top 8 allergens that might be in their products. Recently we found that my grandson was given an inhaler
to prevent soy-induced asthma, and it had soy in the composition of the product. This was not listed on the
label and when we tried to get the information, it was not readily available. One would think that
pharmaceutical companies would be even more cautious do to the very nature of their business.
Unfortunately, pharmaceuticals are most often made with products. that are the cause of most allergies, as
their base, such as wheat, soy, and corn. ‘These are not listed on the product and when one calls that
company they find that the representatlves don’t know. They hlde behind the statement that “We receive
our fillers from a variety of manufacturers and donot know what isinit” All manufacturers shouild be
required to list ingredients and in seems inconceivable to me that a drug company would put unknown
ingredients'into their product. Yet this appers to be the practice.

Genetically Modified Foods. There isnow great danger to those of us with food aIlergles in attempts to
modify foods by using products to which many are allerglc/mtolerant. This is a crisis in the making. Once
these foods are released into the food chain, it will be difficult, if not impossible to stop. It will be
impossible to know if one will pick up an apple, grape or a bowt of Rice Cnspres and not go info
anaphylactic shock from an unknown allergen.: I am totally against mixing these food types, because of the
above reasons. If this was done, it must be carefully. Iabe]ed even down to the knowledge of the farmer,
buyer, manufacturer, and on up to the consumer, I behpve this is a dangerous practice, which Europe
rejects and I feel that we here in the US should also put strict limits on the practice.




