


3
additional information on submitting objections, see the “‘Objections’” heading

of the SUPPLEMENTARY INFORMATION section of this document.

Docket: For access to the docket to read background documents or
objections received, go to http://www.regulations.gov and insert the docket
number, found in brackets in the heading of this document, into the ““Search”
box and follow the prompts and/or go to the Division of Dockets Management,

5630 Fishers Lane, rm. 1061, Rockville, MD 20852.

FOR FURTHER INFORMATION CONTACT: Mical Honigfort, Center for Food Safety
and Applied Nutrition (HFS-265), Food and Drug Administration, 5100 Paint
Branch Pkwy., College Park, MD 20740, 301-436—1278.

SUPPLEMENTARY INFORMATION:

I. Background

Cochineal extraét is a color additive that is permitted for use in foods and
drugs in the United States. The related color additive carmine is permitted
for use in foods, drugs, and cosmetics. These certification-exempt .color,
additives and conditions for their safe use are listed in §§ 73.100 (foods),
73.1100 (drugs), and 73.2087 (cosmetics) (21 CFR 73.100, 73.1100, and
73.2087, respectively).lln the Federal Register of January 30, 2006 (71 FR
4839), FDA published a proposed rule to amend its requirements for cochineal
extract and carmine by requiring their declaration on the label of all food and
cosmetic products that contain these color additives. More specifically, for
food products, FDA proposed to amend the color additive regulation (§ 73.100)
that permits the use of cochineal extract or carmine in foods by adding new
paragraph (d)(2) to require that all foods (including butter, cheese, and ice
cream) that contain cochineal extract or carmine specifically declare the

presence of the color additive by its respective common or usual name,
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““cochineal extract” or “‘carmine,” in the ingredient statement of the food label.
Because § 101.22(k) (21 CFR 101.22(k)) allows any certification-exempt color
additive to be declared with a general phrase, such as ““Artificial Color” or
““Artificial Color Added,” rather than by its specific common or usual name,
FDA also proposed to amend § 101.22(k) to disallow generic declaration of
color additives for which individual declaration is required by applicable

regulations in part 73 (21 CFR part 73).

For cosmetic products, FDA proposed to amend the color additive
regulation (§ 73.2087) permitting the use of carmine in cosmetics by adding
new paragraph (d)(2) to require that cosmetics containing carmine that are not
subject to the requirements of § 701.3 (21 CFR 701.3) specifically declare the
presence of carmine prominently and conspicuously at least once in the
labeling. This amendment will cover all cosmetic products, including those
cosmetics that are manufactured and sold for use only by professionals (e.g.,
makeup used in photography studios and by makeup artists for television,
movie, and theater actors/actresses, products intended for use only by
professionals in beauty salons, and camouflage makeup dispensed by
physicians and aestheticians to clients with skin conditions such as scarring)
and those cosmetics that are gifts or free samples. FDA also proposed to
include in § 73.2087, as an example, the following statement: “Contains

carmine as a color additive.”

As the agency indicated in the proposed rule, it plans to initiate a separate
rulemaking to implement section 412 of the Food and Drug Administration
Modernization Act (FDAMA), which amended the misbranding provisions of

the Federal Food, Drug, and Cosmetic Act (the act) to require declaration of
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inactive ingredients for drugs. The FDAMA provisions have already been

implemented for over-the-counter (OTC) drugs.?

FDA issued the proposed rule in response to reports of severe allergic
reactions, including anaphylaxis, to cochineal extract and carmine-containing
food and cosmetics. The proposed rule also was in response, in part, to a 1998
citizen petition from CSPI, which asked FDA to take action to protect
consumers who are allergic to cochineal extract and carmine. FDA did not
propose to adopt CSPI requests that the agency do the following things: (1)
Require labeling of animal (insect) origin of cochineal extract and carmine, (2)
undertake or require scientific reviews or studies, or (3) prohibit, if necessary,
the use of cochineal extract and carmine entirely (71 FR 4839 at 4845).
Interested persons were given until May 1, 2006, to comment on the proposed
rule. _

I1. Summary of Comments and the Agency’s Responses

FDA received a total of 159 responses (including 83 form letters), each
containing one or more comments, to the proposed rule. Responses were |
received from industry, trade associations, consumer advocacy organizations,
health care professionals, and consumers. A number of comments supported
the proposed rule generally or supported certain portions of the proposed rule.
Other comments objected to the proposed rule. Several comments raised issues
that were outside the scope of the proposed rule and will not be discussed
here. A summary of the relevant comments and the agency’s responses to the

comments follow.

1The provisions of FDAMA have already been implemented for OTC drugs. See 64 FR
13254 at 13263 (March 17, 1999). Note also that current 21 CFR 201.100(b)(5) requires the
label of a prescription drug that is not for oral use (such as a topical or injectable drug)
to bear the names of inactive ingredients, but permits certain color components to be
designated as ‘‘coloring” rather than being specifically named.
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(Comment) One comment requested that FDA not consider cochineal
extract and carmine to be major allergens under the Food Allergen Labeling

and Consumer Protection Act of 2004 (FALCPA).

(Response) Cochineal extract and carmine are not considered to be “major
food allergens” nor are they derived from one of the eight foods or food groups
identified in FALCPA (i.e., milk, eggs, fish (e.g., bass, flounder, cod),
Crustacean shellfish (e.g., crab, lobster, shrimp), tree nuts (e.g., almonds,

walnuts, pecans), peanuts, wheat, and soybeans).

(Comment) One comment stated that cochineal extract and carmine are

allergens and should be listed under the allergen information on food labels.

(Response) FDA disagrees. Cochineal extract and carmine are allergens for
a small subset of the allergic population (71 FR 4839 at 4841 through 4843),
but they are not “major food allergens” under FALCPA. However, because
these additives are allergens, FDA is requiring that they be labeled by name

in the ingredient list.

(Comment) One comment stated that carmine or cochineal extract could
be present in food by virtue of having been an ingredient in a component of
that food. The comment argued that when the color additive has no technical
or functional effect in the food, carmine ér cochineal extract is an incidental
additive and should be exempt from labeling under § 101.100(a) (21 CFR

101.100(a)).

(Response) FDA disagrees. Cochineal extract and carmine are allergens for
a small subset of the allergic population.- Section 403(x) of the act (21 U.S.C.
343(x)) provides FDA the authority to establish labeling requirements through
rulemaking for the disclosure of any food allergen (other than a major food

allergen) that is found in a spice, flavoring, coloring, or incidental additive.
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Therefore, because this regulation requires that cochineal extract and carmine
be declared on labels, these color additives are not exempt from labeling under
§101.100(a).

(Comment) Several comments stated that cochineal extract and carmine
should be banned. One comment argued that these color additives are not safe
under 21 CFR 70.3(i) because the evidence did not establish with reasonable
certainty that no harm would result from its intended use. Therefore, the
comment stated, FDA is required by section 721(b)(8)(C) of the act (21 U.S.C.
379e(b)(8)(C)) to take into account the availability, if any, of other color
additives suitable and safe for one or more of the uses allowed for cochineal
extract and carmine. The comment also argued that the impact on the general
population is no longer the test in the case of allergens because FALCPA was
passed even though only a small percentage of the population then suffered
from fooci allergies.

(Response) FDA disagrees. Cochineal extract and carmine have both been
determined to be safe when used as specified by the color additive regulations
in part 73 (see 71 FR 4839 at 4845). The comment did not submit any data
demonstrating that this conclusion is incorrect. Therefore, FDA is not required
to take into account the availability of alternative color additives as a
justification for a ban. Section 721(b)(8)(C) applies when, with regard to the
aggregate quantity of a color additive likely to be consumed in the diet or
applied to the human body, FDA finds that the data fail to show that it would
be safe or otherwise permissible to list a color additive for all proposed uses
and at the levels of concentration proposed. Further, FALCPA applies only
to the eight major food allergens and thus does not bear on the safety of

cochineal extract or carmine, which are not major food allergens.
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(Comment) One comment requested that FDA ban cochineal extract and
carmine because doing so would protect those consumers who are not aware

that they are allergic to these ingredients.

-(Response) As discussed in the previous paragraphs, FDA has determined
that these additives are safe when used as specified by the color additive
regulations under part 73, and this comment did not submit any data
demonstrating that this conclusion is incorrect. FDA has concluded that the
labeling requirements established by this regulation will provide consumers
adequate information that will enable them to avoid carmine and cochineal
extract. While FDA recognizes that people who have not been diagnosed with
an allergy to these color additives will not know to avoid these ingredients,
as is the case with any allergen, this fact does not change our conclusion that
these color additives are safe when used as specified by the color additive
regulations under part 73. The labeling required by this regulation will help
consumers and health professionals more quickly identify people with

sensitivities to these color additives.

.(Comment) Several comments requested that FDA not require labeling of
cochineal extract and carmine by name in the ingredient list of foods. The
comments argued that there is inadequate scientific support for finding

sensitivity to cochineal extract and carmine.

(Response) FDA disagrees. Cochineai extract and carmine are allergens for
a small subset of the allergic population. The adverse event reports and
published studies élearly demonstrate that a person may become sensitized
and reactive to cochineal extract and carmine from ingestion, inhalation, or
topical exposure to the color additives. The data also show evidence of

immunoglobulin E (IgE)-mediated allergic reactions to these color additives,
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including anaphylaxis or other serious health outcome (71 FR 4839 at 4843).
The agency has therefore concluded that requiring label declaration for these
color additives in foods is necessary so that sensitive individuals may avoid

products containing these color additives.

(Comment) One comment expressed concern that focusing on a single
color additive in a negative manner will confuse consumers and cause the

industry to use artificial color additives that will adversely affect consumers.

(Response) FDA disagrees that the label declaration of these color additives
would be confusing or intimidating to consumers or would portray these color
additives distastefully. The comment did not provide information to support
its position. The use of another listed color additive in accordance with the
listing regulations would not adversely affect the public health bécause such

color additives have been found to be safe.

(Comment) Several comments stated that the proposed labeling changes
for cosmetics are unwarranted due to inadequate scientific evidence showing
allergic sensitization or hypersensitivity reactions to these color additives in
cosmetics. Other comments stated that the labeling changes would dilute the
impact of truly necessary labeling statements or may cause consumers to avoid

the product.

(Response) FDA disagrees that requiring the labeling of carmine on
cosmetic products is unwarranted. Review of consumer adverse event data
supports the comment’s contention that these reports do not provide definitive
proof of sensitization to carmine through the skin. However, there is clear
evidence in FDA’s Voluntary Cosmetics Registration Program database
(discussed in 71 FR 4839 at 4843) that several carmine-sensitive individuals

had used carmine-containing cosmetics previously and had noted or reported
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reproducible allergic-type reactions at the site where these products were
applied. FDA believes that consumers should be alerted to the presence of
carmine in all cosmetic products because of the allergenicity of the color
additive. Labeling of carmine by name on most cosmetics has been a
requirement for many years under § 701.3 and the agency has no evidence,
nor was any submitted, demonstrating that consumers have been confused or

have avoided these products because they were labeled as containing carmine.

(Comment) Several comments requested FDA to require disclosure that
cochineal extract and carmine are “‘insect {or animal) derived.” Many of these
comments stated that persons who wish to avoid consuming animal products
need this information in order to avoid such products and that labeling

cochineal extract and carmine by name is not sufficient.

(Response) FDA disagrees that declaring these color additives by name
provides insufficient information to consumefs who choose to avoid products
containing these additives. The origins of cochineal extract and carmine are
clearly described in the color additive regulations. If consumers desire to avoid
products containing these color additives, they will be able to identify such

products by reading the ingredient list.

(Comment) One comment, which urged FDA not to require that the color
additives are insect-derived, stated that this information is “not a material fact
of the type that would be required to be declared on a label or in labeling”

under section 201(n) of the act (21 U.S.C. 321(n)).

(Response) FDA agrees that this information is not material under section
201(n) of the act. Section 201(n) of the act states that, in determining whether
labeling is misleading, the law takes into account the extent to which the

labeling fails to reveal facts material to consequences which may result from
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the use of the product as it is labeled or customarily used. The agency has
required special labeling in cases where information is necessary to ensure that
cohsumers are aware of special health risks associated with consumption of
a particular product. Because the origin of these color additives has no bearing
on consequences that may result from the use of foods containing them,
information regarding their origin is not considered ‘“material”’; therefore,

declaration on the label is not required.

(Comment) FDA received several comments about the effective date for
the final rule. A few comments recommended that it be sooner than proposed,
and several comments suggested that FDA use the current uniform effective
date, January 1, 2010. Another comment favored using the current uniform
effective date for food, but only if it provided at least 2 years for compliance.
One comment requested that the effective date be 36 months after the date
that the final rule is published.

(Response) FDA is adopting the proposed effective date of 24 months after
date of publication for compliance with the final rule. Many manufacturers
may have significant inventories of labels. Some manufacturers may incur
costs, including those related to loss and disposal of obsolete packaging
inventories, product in obsolete packages, and new printing plates, which
would be passed on to consumers. For the reasons discussed in section IV.C.3
of this document, the agency has concluded that 24 months will minimize
these labeling costs and, at the same time, avoid unnecessarily delaying the
benefits of this final rule to the public health.

Although the effective date of the final rule is some time away, FDA
encourages manufacturers to have new labels printed that are in compliance

with these final rules so they may be used as soon as current inventories are
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exhausted to ensure a smooth and timely changeover. The agency will not

object to voluntary compliance immediately upon publication of the final rule.

Given the absence of convincing evidence or information submitted in
response to the proposed rule, FDA is adopting the proposed rule, without
“change, to require that all food and cosmetic products disclose the presence
of cochineal extract and carmine by name.
IT1. Legal Authority
The legal authority for the regulations prescribing the safe use of color
additives in foods, drugs, and cosmetics comes from section 721(b) of the act.
Under section 721(b) of the act, FDA has the authority to prescribe conditions,
including labeling requirements, under which a color additive may be safely
used. Products containing color additives that are not used in compliance with
the color additive regulations are adulterated under sections 402(c) (foods),
501(a)(4) (drugs), or 601(e) (cosmetics) of the act (21 U.S.C. 342(;:], 351(a)(4),
and 361(e), respectively). FDA has concluded that cochineal extract and
carmine may cause potentially severe allergic responses in humans. Thus, the
agency has determined that label information about the presence of these color |
additives in all foods aﬁd cosmetics is necessary to ensure their safe use. We -
note that, with respect to OTC drugs, declaration of inactive ingredients is
already required under 21 CFR 201.66(c)(8), and FDA plans to initiate
rulemaking to implement the FDAMA provisions that require declaration of

inactive ingredients for drugs, including prescription drugs.

Additional legal authority for requiring disclosure of a coloring that is, or
that bears or contains, a food allergen comes from section 403(x) of the act.
Under that section, a coloring determined by regulation to be, or to bear or

contain, a food allergen must be disclosed in a manner specified by regulation.
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Finally, the provisions of section 701(e) of the act (21 U.S.C. 371(e)) apply
to the issuance, amendment, or repeal of any regulation listing a color additive
or the certification of a color additive for foods, drugs, and cosmetics, subject
to the provisions of section 721(b)(5)(C) of the act. Under section 721(d) of
the act, the provisions of section 701(e) of the act apply to §§73.100 and
73.2087. Section 701(e) of the act directs the Secretary of Health and Human
Services to initiate through proposed rulemaking the issuance, amendment, or
repeal of such regulation that is based on a petition of any interested persons
showing reasonable grounds. Any person who is adversely affected by the final
rule may file within 30 days of the issuance of the final rule, objections with
FDA, specifying with particularity the provision of the final rule deemed
objectionable, stating the grounds for the objections, and requesting a public

hearing upon such objections.

IV. Analysis of Economic Impacts

A. Final Regulatory Impact Analysis

FDA has examined the impacts of the final rule amending 21 CFR 101.22,
which is not subject to formal rulemaking, under Executive Order 12866, the
Regulatory Flexibility Act (5 U.S.C. 601-612), and the Unfunded Mandates
Reform Act of 1995 (Public Law 104—4). The amendments to part 73 that are
subject to formal rulemaking are exempt from review under Executive Order
12866. Executive Order 12866 directs agencies to assess all costs and benefits
of available regulatory alternatives and, when regulation is necessary, to select
regulatory approaches that maximize net benefits (including potential
economic, environrﬁental, public health and safety, and other advantages;
distributive impacts; and equity). The agency believes that this final rule is

not a significant regulatory action under the Executive order.
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Dated: pecember 24, 2008.

Y/

Jeffrey Shuren,
Associate Commissioner for Policy and Planning.
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