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Listing of Color Additives Exempt FromCertiﬁcation; Food, Drug, and

Cosmetic Labeling: Cochineal Extract and Carmine Declaration

AGENCY: Food and Dr&g Administration, HHS.

ACTION: Proposed rule.

SUMMARY: The Food and Drug;Administration (FDA, we]) is proposing to revise
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. The proposed:rul\e responds to reports of severe allergic
reactions, including anaphylaxis, to cochineal extract and carmine-containing
food and cosmetics and would allow consumers who are allergic to these color
additives to identify and thus évoid products that contain these color additives.
This proposed action also res;jondé, in part, to a citizen petition submitted

by the Center for Science in the Public Interest (CSPI).

With regard to drug produ;cts, FDA plans to initiate rulemaking to
implement the Food and Drug:Administration Modernization Act of 1997
(FDAMA) (Public Law 105-115) provisions that require declaration of inactive
ingredients for drugs. The .FDAMA provisions have already been implemented

for over-the-counter (OTC) drugs.
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DATES: Submit written or electronic comments by [insert date 90 days after
date of publication in the Federal Register]. Please see section VIII for the

effective date of any final rule that may publish based on this proposal.

ADDRESSES: You may submit comrnents, identified by Docket No.1998P-0724

and

: ari o Ao
and RIN number 0910-AF12, by any of the following methods:
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Electronic Submissions

Submit electronic comments in the following ways:

» Federal eRulemaking Portal: http://www.regulations.gov. Follow the
instructions for submitting comments.

 Agency Web site: http://www.fda.gov/dockets/ecomments. Follow the
instructions for submitting commehts on the agency Web site.

Written Submissions

Submit written submissions in the following ways:

e FAX: 301-827-6870. V

» Mail/Hand delivery/Courier [For paper, disk, or CD-ROM submissions]:
Division of Dockets Management (HFA-305), Food and Drug Administration,
5630 Fishers Lane, rm. 1061, Rockville, MD 20852.

To ensure more timely processing of comments, FDA is no longer
accepting comments submitted to the agency by e-mail. FDA encourages you
to continue to submit electronic comments by using the Federal eRniemaking
Portal or the agency Web site, as described in the Electronic Submissions
portion of this paragraph.

Instructions: All submissions received must include the agency name and
Docket No(s). and Regulatory Information Number (RIN) (if a RIN has been
assigned) for this rulemaking. All cbrﬁnments received may be posted without

change to http://www.fda.gov/ohrms/dockets/default.htm, including any



| 3
personal information provided. For detailed instructions on submitting
comments and additional information on the rulemaking process, see the

“Comments” heading of the SUPPLEMENTARY INFORMATION section of this

document.
: ‘ 1 ~ A +
Docket: For access to the docket to read background documents or

comments received, go to http://Wi/vw.fda.gov/ohrms/dack@ts/defaa]t.'htm and
insert the docket number(s), found in brackets in the heading of this document,
into the “Search” box and follow ﬁhe prompts anldi or go to-the Division of
Dockets Management, 5630 Fishers Lane, rm. 1061, Rockville, MD 20852.

FOR FURTHER INFORMATION CONTACT: Mical E. Honigfort, Centef for Food Safety
and Applied Nutrition (HFS—-J’Z@S),ﬁ Food and Drug Administration, 5100 Paint
Branch Pkwy., College Park, MD 20\740,) 301-436-1278.
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1. Background . /

Cochineal extract is a color additive t;hat'is currently permitted for use
in foods and drugs in the United States. The related color add«itive carmine
is currently permitted for use in foods, drugs, and cosmetics. FDA has listed
these color additives, and conditions for their safe use, in part 73 of Title 21

of the Code of Federal Regulations (21 CFR part 73).
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Allergic reactions to cochineal extract and/or carmine:in a variety of foods
(grapefruit juice, the alcoholic beverage Campari, a«popsiqle; candy, yogurt,
and artiﬁcial/ crabmeat) and cosmetics {face blush, eYe shadow, eyeliner, and
skin products) have been repbrtedb in the scientific and medical literature since
1961. Since 1994, we have reéeived 11 adverse event feports of allergic
reactions, including anaphylaxis, épéperiénced by in’dividu\a‘ls_after eating food
or drinking a beverage containing cochineal extract or carmine, or using
cosmetics colored with carmine. We know of no reports of allergic reaction
to cochineal extract or carmine in drugs.

In 1998, we received a citizen petition (Docket No. 98P-07 24) from CSPI
asking us to take action to protect consumers who are allergic to cochineal
extract and carmine. The CSPI petiﬁon, the reports from the séiéntific
literature, and the volﬁuntarily submitted adverse event reports provide the

factual basis for the regulatory action we now propose.

II. Description of Cochineal Extract and Carmine

A. Source and Identity of Cochineal Extract and Carmine

Cochineal is a dye made from dx;ied,andground female bodies of the scale
insect Dactylopius coccus costa (Coccus cacti L.). Powdefedtochingal is dark
purplish red. The chief coloring priﬁciplef:in cochineal is carminic acid, a
hydroxyanthraquinone linked to a glucose unit. Cochineal contains
approximately 10 percent carminic acid; the remainder consists of insect body
fragments.

Cochineal extract is the concentrated solution obtained after removing the
alcohol from an aqueous-alcoholic extract of cochineal. The chief coloring
principle in cochineal extract is camﬁnic acid. Cochineal extract is acidic (pH

5 to 5.5) and varies in color from orange to red depending on pH.
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Carmine is the aluminun@ or calcium-aluminum lake formed by
precipitating carminic acid onto aﬁ aluminum hydroxide substrate using
aluminum or calcium cation és the precipitant. The Canninic acid used to make
the lake is obtained by an aqueous thraéti,on of cochineal. Camili‘ne is a dark
red to bright red powder depending-on the amount of carminic acid present.
The lake is only slightly soluble in water, to Which it impaits a red color, and
can be solubilized by strong acids and bases. |

The chemical identity, pﬁrity specifications, and use restrictions for
cochineal extract and/or carmine a;ré provided in § 73.100 (foods), §73.1100
(drugs), and § 73.2087 (ccsme;tics).»The fggulations require that cochineal |
extract contain not less than 18 percent carminic acid, not more than 2.2
percent protein, and between 5.7 and 6.3 ?ercent total solid content, and that
carmine contain not less than 50 pérbent carminic acid.

Cochineal extract and carmine share the same E-number«des?ignaﬁon in
the European Union, E120. Neither color additive should be confused with
the unapproved color additive cochineal red (E124), a synﬂleiic azo dye that
is sometimes called new coccin, Fdod Red 7, or Ponceau 4R. Carmine also
should not be confused with indigo carmine, which is certifiable as FD&C Blue

No. 2.

B. Uses of Cochineal Extract and Cézrmine

Cochineal, carmine, andcpchingal extract have a long history of use.
Cochineal originated in Mexico and was used by the ancient Aztecs. It was
discovered there by 16th century Spanish explorers, who introduced it to
Europe and the rest of the world. Cochineal was listed in the United States

Pharmacopeia from 1831 to 1955 and in the National Formulary until 1975.
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Food uses for carmine include popsicles, strawberry \mﬂk drinks, port
wine cheese, artificial crab/ ldbstgx products, cherries in fruit cocktails, and
lumpfish eggs/caviar. Cochinéal extract is used in fruit drinks, candy, yogurt,
and some processed foods. | |

FDA'’s Voluntary Cosmetics Registration Program database contains
information on the types of cosmetic products that cdnta‘fi.n carmine. (Cochineal
extract is not permitted for use as a color additive in cosmetics.),Ca;i*mine has
been reported to be used in 814 formulations including lipsticks, blushers,
makeup bases, eye shadows, éyeliﬁers, nail polishes, hair colors, skin care
lotions, bath products, baby produéts, and suntan preparations.

IT1. Regulation of Cochineal Extract and Carmine

A. The Provisional List of 1960

The Color Additive Amendments of 1960 (Public Law 86-618, 74 Stat.
397) amended the Federal Food, Drug, and Cosmetic Act (the act) to add the
definition of ““color additive” and to establish conditions under which color
additives may be safely used. The Color Additive Amendments i‘eqnired us
to publish a provisional list of color additives that were already in Qse or were
certified as color additives prior to July 12, 1960. The prc)visiona; list was
intended to permit the continued use of the listed color additives for a limited
time, during which sponsors could submit data that established their safety
and supported theirﬁperrﬁanent lis‘tiﬁgs.

FDA published a provisional list of color additives that inciuded cochineal
extract in the Federal Register of October 12, 1960 (25 FR 9759).’We
provisionally listed cochineal for use in foods, drugs, and cosmetics on the
basis of prior commercial sale bf color additives which had not been subject

to certification. In the Federal %Regisiter\ of August 16, 1961 (26 FR 7578) FDA
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amended the provisional list to add carmine for use in foods and cosmetics

on the same basis.

B. Color Additive Approval of Carmine

On November 9, 1964, we received a color additive petition (CAP) that
requested the permanent listing of carmine as safe and suitable for use in or
on foods, drugs, and cosmetics. Weia designated the petition CAP 20 and we
published a notice of filing of the petition in the Federal Register of August
17, 1965 (30 FR 10211). | |

Permanent listing of carmine for use in foods and drugs was supported
by safety data and other relevant inférmatipn submitted in CAP 20. The safety
data included results of two 90-—day toxicity studies, both in rats. From these
data we calculated Van acéeptableidaily intake {ADI) of 25 milligrams per
kilogram (mg/kg) or 1,000 parts pef million (ppm) of the daﬂy diet for a person,
considering a 100-fold safety factor. The petitioner ”ha& repbrted\ general usage
in food products to be 0.0025 percent or 25 ppm, and in a few selected
products as high as 75 to 100 ppm We concluded that if a:persd;a”s_total diet
were colored with carmine, and if the amounts ingested from"dnigsv; cosmetics,
and foods were combined, the:,total«i;ngestion figures would be well within
the margin of safety.

CAP 20 also included history-of-use information provided in 1965 by
several companies, both domestic and foreign. These companies either
supplied or used carmine and/or cochineal in food, drugs, and cosmetics. This
history-of-use information stated thgtf the companies haydxreceived no
complaints during five decades of use. Also, the companies ﬁ’ad received no

notification of toxicity or allergic reactions from the use of the color additives.
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From information in CAP 20, we concluded it would not be necessary to
require the batch certification of carmine. Since carmine is derived from a
natural source (insects), we concluded tﬁaﬁc there would be little likelihood of
contamination with toxic rea;:taﬁts or intermediates that would be used in a
synthesis. We also did not set a quantitative limitation because we determined
that use of the coldr additive ‘woul‘(\iﬁ be ~écqnamically self-limiting.

In the Federal Register of April 19, 1967 (32 FR 6131), FDA published
a final rule that permanently listed _éarmine as a color additive exempt from
certification for use in foods (21 CFR 8.31’7 ,now § 73.100) and drugs (21 CFR
8.6009, now § 73.1100). |

On June 24, 1977 (42 FR 32228) FDA published a regulation permanently
listing carmine as a color additive exempt from certiﬁcatim; for use in
cosmetics generally, including cosmetics intended for use in the area of the

eye (§ 73.2087).

C. Color Additive Approval of Cochineal Extract

On February 14, 1968, we recgis}ed a color additive petition requesting
that we permanently list cochineal extract for general use in foods and drugs.
We designated the petition CAP 60 and published a notme of fllmg in the
Federal Register of March 15, 1968 (33 FR 4593).

Permanent listing of cochmeal extract for use in foods and dmgs was
supported by data in CAP 60 Wthh showed that cochineal extract was
essentially similar, qualitatively, to carmine, including the protein fractions.
The petition also included information on the long history of use of cochineal
extract and argued that the use of cochi—neal extract as a colorfadditiye in foods

and drugs was comparable to that for carmine.
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We concluded that the tbxicolegical data in CAP 20 could be extrapolated
to support the safety of cochineal extract We further concluded that
certification of cochmeal extract was not necessary. We also did not set a
quantitative limitation becautse we determined that use of the color additive
would be economically self-limiting.

In the Federal Register of Det:embér 14, 1968 (33 FR 18577}, FDA
published a final rule that amended the listing regulation for carmine to
include the permanent listing oflcog;hineai thréct as 'd\color;additive exempt
from certification for use in foods (21 CFR 8.317, now § 73.,100}311(1 drugs (21

CFR 8.6009, now §73.1100).

IV. Allergic Reactions to Cochineal Extract and Carmine

A. Descriptions of Allergic Re;actioﬁs

An allergic reaction is characterized by an abnormal or exaggerated
response of the body’s immune systém to a reaction-provoking substance (i.e.,
allergen), usually a protein (Ref. 1). The majority of such responses are
immediate hypersensitivity réactions mediated by an antibody, |
immunoglobulin E (IgE). Individuals with allergies produce an excess amount
of IgE antibodies that recognize speciﬁc allergéns frvomfood or other substances
in the environment. Once formed, these a»ll/ergen-s_peciﬁc, antibodies attach to
receptors on specialized white blood cells (mast cells and basophils), found
at key interfaces of body contact with foreign substances (e. g, skin,
gastrointestinal and nasoresplratory tracts, and blood}. The mteractzon between
an allergen and bound speciﬁ(;' IgE amibodies at these interfaces stimulates
these cells to liberate histamine and other inflammatory mediators involved

in the allergic response (Refs. 2 and 3)
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Allergic reactions typically manifest at the site of allergen contact and vary
widely in severity. Signs and symptoms include skin manifestations of
flushing, urticaria (hives), eczema, and angioedema (tissue swelling); oral
manifestations of lip and tongue swelling énd itchiness; gastrointestinal
manifestations of stomach cramps, nausea, vomiting and/or diarrhea; itchy and
swollen eye manifestations; nasorespiratory manifestations of nésal congestion
and runniness, itchy nose anél throat, wheezing, chest tightness and/or
difficulty breathing; and cardiovascular manifestations of lightheédedness,
chest pain, and low blood pressure. In some cases, a maés’ive release of
inflammatory mediators can lead t§ a more severe allergic reaction, often
termed anaphylaxis, characterized by multi-organ involvement. Anaphylaxis
can rapidly progress to severe respiratory manifestations of throat swelling/
airway closure or cardiovascular collapse/shock that, without prompt medical
management, ultimately result in death. |

The allergen type, route of exposure, frequency, d@sé, éxtent of mediator
release, and presence of undeﬂying illnesses (e.g., asthma) are factors which
determine the severity of IgE-mediated allergic reactions. (Ref 4). Based on
anecdotal reports of food allergic reactions and conﬁrmatory oral challenge
diagnostic studies, minimal amounts of food allergen can induce allergic
reactions in sensitive individuals (Ref. 5’); Although the risk of adverse
reactions to minimal concentrations of allergenic ingredients in drugs and
cosmetics would be expected to be- samﬂar to foods, data on the mcxdence of
anaphylaxis resulting from ingestion and/or apphcatlon of drugs and cosmetics
is lacking. | |

There are no tests to predict orfdjetermine whichallergié individuals are

more likely to develop anaphylaxis. Current testing methods (e.g., skin prick
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test (SPT) or in vitro radioallergosorbeni test (RAST)) may provide évidence

little predictive value for the severity of’reéponse. (Ref. 6)

Most individuals become aware of their allergy to a specific allergen prior
to experiencing a severe reaction. However, once the allergen is identified,
there are no effective treatment mejtﬁods to prevent IgE—mediated reactions
from occurring. Although treatments are available that may limit the severity
of harm from the allergic reaction, they do not necessa‘jrﬂy eliminate the harm
nor, in some cases, stop fatal reactions ijém occurring following exposure to
an allergen (Ref. 6). Fatal reactions have occurred despitetappmpriate
administration of treatment. 'I:‘hus,‘alivoidance*of the allergeﬁ is the iny method
certain to prevent harm and fatal reactions. Reading of labels on foéd; drug,
and/or cosmetic products, ahd/or education about potential scénarios where
contact with allergen-containing ‘squrces could occur, are the cornerstone of
risk prevention strategies for allergic individuals and their families.

Allergens have been identified m food, drug, and cosmetic products, and
sensitization (production of IgE antibddieé) to allergens may oceur through
exposure to any or all of these prodticts. Moreover, once sensitized, an
individual may develop an IgE-meaiated allergic reaction tb the allergen by
various routes of exposure: Topical (in contact with skin or iﬁﬁqosa), inhaled,
ingested, or intravenous. Although anaphylaxis /canv resﬁ}tfrom éprsure by
any route, most cases of severe re’ac;tions occur when the allergen is ingested
or injected intravenously. By these Er{)utes, allergens can be easily absorbed into
the systemic circulation, leading to life-threatening anaphylaxis in as little as

5 to 15 minutes.
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A range of adverse reactions has been reported to occur from
hypersensitivity to foods and cosmetics containing carmine or c.ochinea]
extract, as well as from carmine, carminic acid, and cochineal extract by
themselves. As of February 2004, FDA is aware of 35 cases of hypersensitivity
to carmine, carminic acid, or cochineal extract published in ihe‘ scientific and
medical literature and/or repci)rteddirectly to FDA. Eleven of the cases were
reported directly to FDA via consumer hotlines, letters, and/or Me&Watch
reports. | |

Hypersensitivity reactions to carmine, Yéarminic acid, or cochineal extract
include contact dermatitis (4), urticaria/ efngioedema (9), océupatitmal asthma
(10), and systemic anaphylaxis [hvef?e). In more than half of these reports,
there is evidence of an IgE-mediated diagnostic response (e.g., positive SPT
or positive IgE RAST) to carmine and/or its derivatives. In a subset of
individuals, more specific tesfingidéntiﬁéd allergenic protéins-/i(il the carmine
and/or its derivatives to which the individuals had been spe}gﬁifically sensitized.
All adverse reactions were strongly éssocizatedv with ingestion, topical
application, or inhalation of products containing carmine:arrid/cr derivatives
by the persons making the reports. Moreover, a subset of sensiﬁzed individuals
developed adverse reactions to a variety of different products containing
carmine and/or derivatives. In addition to the above cases, inhalation of
carmine and/or derivatives has beeﬁ:,/‘reported io induce an immunologic lung
disorder, allergic extrinsic alveolitis, also known as hypersensitivity

pneumonitis, in certain individuals.

B. Adverse Reaction Reports in the Literature
The first report of an allergic reaction to carmine was puiblished in 1961

(Ref. 7). The report dges\cribed. a contact allergic reaction to a lip salve
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containing carmine, with evidence of poéitive patch tests in three affected
patients. Twenty years later an English physician reported the first case of
anaphylactic shock from topical ez"q))osﬁre. to carmine. In the case of a military
recruit involved in a casualty simulation exercise, a makeup,stiék colored red
with carmine was applied difectly‘ to the skin of his body in the trunk area.
Immediately following appliéation, he went into anaphylactic shock (Ref. 8).

Beaudouin, et al., (Ref. 9) pubi-ished the first report of anaphylaxis |
following ingestion of carmine. A 35-year-old woman was seen with
generalized urticaria,. angioedema,cénd asthma that began two hours after
eating yogurt cantéining an es‘timyated 1.3 mg of carmine. The woman had
positive SPT for carmine powder and carmiﬁe colored yogurt. |

A 1997 article (Ref. 10) désc:ribes allergic reactions (includiﬁg anaphylaxis)
experienced by five patients after ingesting the alcoholic beverage Campari,
which contains carmine. All five patients were women; three had a history
of allergic respiratory disease, one had only non—clinicai sensitivity to
mugwort, and one was nonatopic (héd no history of allergy). The time period -
between ingestion and onset of allergic reaction was given fbr;faﬁr patients
and varied from 15 minutes to 30 rﬁinutes’;‘ Two of the five patients reportedly
experienced “severe” anaphylactic réactians. Of these two, one fequired
hospitalization; the other was treated with inhalers and intiavenous
antihistamines. The remaining three experienced angibedema.

The five patients aemonstrate&i IgE sensitization to carmine by SPT and
to carmine and cochineal extréct (prévided by the Campari company) by RAST.
Serum from three patients was also tested for specific IgE response to carminic
acid. Serum from one of the three (the nonatopic patient) revealed evidence

of IgE antibodies directed against carminic acid. Given their previous history
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of adverse reactions toCamp:ari,* all five patients refused oral challenge to
carmine. {

Of particular note in the-above study, sensitization to carmine was shown
to occur in a nonatopic individual. Thiséensitization wés attributed to
previous use of an eye shadow containing carmine, from which the patient
had experienced eye itching and skin burning sensaﬁon. An SPT result for
this product was positive in the patient. Thus, this case highlights the
probability that an individual, with no previous history of allergy, became
sensitized to carmine from use of carmine-containing cosmétics’ and
subsequently experienced a s&stemifc allergic reaction (urticaria and
angioedema) following the ingestion, ofa food containing hgrmine;

In 1997, Baldwin, et al., (Ref. 11) reported the case of a 27-year-old woman
who experiénced anaphylaxis within three hours of eating a popsicle labeled
as colored with carmine. The woman re‘ceiyed emergency medical care with
intravenous fluids, ap,inephriﬁe andldiphenhydr&mine: and was briefly
hospitalized. Her past medicai history included allergic rhinitis. The woman
recalled that her only other known exposure to carmine was when she used
a carmine-containing face blugh. Use of /th'is blush caused an imihediate,
pruritic, erythematous eruption when she used it directly on her facial skin
but not when she applied it over a face foundation. When she was later tested,
she exhibited highly positive SPT to the popsicle and carmine, but had
negative responses to the other conﬁponents of the popsicle. A passive transfer
test (which indicates transfer of IgE sjg-ans\itization) to carmine was also positive.

In 1999, DiCello, et al., (Ref. 12) ﬂescnibed two cases of ailergié reaction
to carmine. A 27-year-old woman developed ahaphylaxisaﬁ«er ingestion of

yogurt which listed carmine on the ingredient list. She also experienced
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pruritis and swelling after application of carmine-containing eye shadow. The
second case involved a 42-year-old woman who experienced multiple episodes
of facial angioedema and nasal cohgestion after ingestion of crabmeat. She also
had severe reactions requiring emerg’enéy room visits after ingesting Campari.

In 2001, Chung, et al., (Ref. 13) \described three patients, one with history
of anaphylaxis and two with histoxiés of urticaria and/or angioedema following
ingestion of carmine-containing foods. The patients’ allergies to carmine were
confirmed by controlled food challenges and SPT to camme:fcial carmine
preparations. Two of three patients also had experienced pruritis and erythema
after applying blush containing carmine. V

This study also evaluated the pﬁoteiri content of dried pulverized
cochineal insects and commercial carmine, and compared and analyzed the
specificity of the paﬁents’ seta (reflecting serum IgE) to these proteins. Several
protein bands were separated by elééfrophoresis from cochineal insects; none
were separated from commercial carmine. Despite the fact that no protein
bands were separated from commercial carmine, sera from all th'r»ee: patients
recognized several protein bands fmm both puléerized ‘c‘m/:hineal insect extract
and commercial carmine. Also, using immunoblbtting techniques, addition of
commercial carmine inhibited patients’ sera from recoghizing cochineal insect
proteins. Thus, these results suggest ihat commercial carmine retains -
proteinaceous material that is antig;eﬁicéily- identipal (or Siﬁﬁlﬂi‘) to other
cochineal insect proteins found incochinéal extract, and that could potentially
induce IgE sensitization or response in sensitive individuals. Although one or
more such proteins were recognized :Ey the patients’ sera, no single protein
was recognized by all three patients, making determination of a single.

allergenic component in carmih,e—derived products not possible at this time.
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Although potentially inconsequential to regulatory decisions regarding
foods, drugs, and cosmetics, carmine has been noted in reactions associated
with inhalational exposure. Carmine has been implicated in occupational
asthma among workers in faciories where the dye is manufactured or added
to products (Refs. 14, 15, and:16) and in extrinsic allergic allveoliitis} (Refs. 17
and 18). With regards to occupational asthma secondary to inhalation of
carmine powder, the first report was published in 1979 (Ref. \1«‘5}" in the case
of a 54-year-old man who had workﬁd as a blender of cosmetics. Five years
after carmine was introduced as a cgloriﬁg agent, he developed attacks of
breathlessness at work, which would start within 20 minutes of exposure to
the coloring agent. Bronchial provocation testing establishe& that carmine was
responsible for his wheezing attacks. He was also téstéd with an extract of
cochineal insects prepared in ‘Coca’sg solution; inhalation of this provoked his
asthma. Although a lung function test suggested pre-existing emphysema, his
attacks were reproducible when exposed to carmine powder. A second report
of occupational asthma seconaary to: inha}.atian of carmine powder was
published in 1987 (Ref. 16). A 1994 study. (Ref. V14) demonstréted the formation
of specific IgE antibodies agaiﬁst cérmine and cochineal extract in a worker

who had developed occupational asthma.

C. Adverse Reaction Reports in FDA Files

Since 1994, we have received 11 voluntarily submitted reports of allergic
reactions, including anaphylaxis, experienced by individuals after eating food
or drinking a beverage containing cochineal extract or carmine or using
cosmetics colored with carmiﬁe.

1. On June 20, 1995, a 27-year-éld woman experienced anaphylaxis within

3 hours of eating a popsicle labeled as co]c}red with carmine. A report of this
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case was also published in the medical literature as described previously (Ref.
11). | |

2. On April 22, 1997, a 36-year~01d woman experienced urticaria,
angioedema, and respiratory distress after consuming ruby red grapefruit juice
with carmine. She had experienced similar reactions after eating pﬁrple candy
colored with carmine. She also reported having a skin rash after using a purple
eye shadow containing carmine. SPT to ruby red grape,fruit juice, purple candy,
purple eye shadow, and carmine dye were all positive.

3. A 26-year-old woman experiénced anaphylaxis on July \22,\11997, with
generalized pruritus, urticaria, and angioédema; after eating custard-style
strawberry-banana yogurf containip:g carxi\lfi\ne. During the episp‘de, she was
found to have an elevated serum tryptase level of 18 (upper limit of normal
is 13.5), which is iﬁdicative\of méssi}ve activation/release :of mast cells.
Following the episode, she demonstrated positive SPT to both custard-style
strawberry-banana yogurt containing carmine and to carﬁlirxe ‘its'eif. :

4. On May 16, 1998, a 50-year-old woman reported having a severe allergic
reaction within 15 minutes of drinking a 16 ounce bottle of fruit drink, which
was labeled as containing extracts of cochineal. She experienced /«sWel}ling in
the area of her eyes and tightness in her throat. She was treated and
hospitalized overnight. |

5. A 49-year-old woman who had no other allergles and mlld hypertension
reported on August 30, 2000, that. she made two visits to-an amergency room
for treatment of severe anaphylactic reactlon after eating small amounts of food
colored with carmine: Crab soup, yogurt, candy, ruby red grapefruit juice, and
pasta salad with artificial crabineat.\. She subsequently had a positive SPT to

carmine.
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6. An atopic woman around the age of 50 called to report ha.ving
experienced recurrent episodes of swollen eyelids after consuming jelly or
gelatin dessert containing c—aijmine.xAt the time of her call, sher;had\ not had
an allergic workup regarding her reactions.

7. A woman reported experiené:ing an allergic reaction she ~attfibuted to
eating a custard-style yogurt éontaiﬁing~ carmine. Sh(brtliy after eating the
yogurt, she experienced an anaphylactic réaction, with trouble swallbwing,
hives, itching, and swelling of the 3yeii’dé‘ She was treated by an allergist. She
also reported past sensitivity to eye shadows and other cosmetics which she
thought contained carmine. |

8. A letter from a law firm infqrmed us of the experience of one of their
clients indicating that carmine might be implicated in allergic reactions. The
firm did not providé any clinical details but enclosed a copy of a publication
on carmine allergenicity from the journal Lancet. | '/

9. On May 2, 2000, a woman reported anaphylactic shock ﬁfom:fearmine
in foods and cosmetics appliéd to her skin and stated that s};é carries an
injectable medication for treatment when needed.

10. On September 21, 2000, a woman reported an allergic reaction by her
eyes to an eyeliner containing carmine. \

11. In a letter dated March 26, ;999 ,~ é physician reported treating a patient
who experienced an anaphylactic reaction after eating yogurt containing

carmine and had a positive SPT to diluted carmine.

D. CSPI Citizen Petition
CSPI submitted a citizen pjetitiong {DO@ket No. 98P-0724), dated August

24, 1998, requesting that we take action to protect consumers who are allergic
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to carmine and cochineal ext;ractl. The petitioner specifically requested that we
do the following:

1. Immediately require that cochineal extract and/or i;armine be listed by
name in the ingredient lists of all fo%ods? drugs, and cosmetics to help protect
individuals who know they are sensitive to the colorings; -

2. Immediately require labeling of animal (insect) origin of cochineal
extract and carmine; |

3. Undertake or require scientific reviews or studies to determine the
specific allergenic componenf of cochiri:eél extract and carmine and whether
it could be eliminated from the coldﬁng, ‘as well as to determine :fhe prevalence
and maximum severity of allergic reactions; |

4. If necessary, prohibit the use of cochineal extract and carmine entirely.

In support of its requested actio:fxs, CSPI provided six articles from the
scientific and medical Iiterature des{(:ribing adverse reactions to »coc;hineal
extract and/or carmine after inhalatipn of the color additive, ingestion of foods
and beverages containing the color additive, or topical application of products
containing the color additive. These arti(:les are discussed in section IV.B of

this document.

V. FDA Response to the Allergic Reaction ‘Reliarts

A. Evaluation of the Allergic Reaction Reports

The data show that a pers:bn m«ay become sensitized and reactive to
carmine and cochineal extract from ingestion, inhalation, élﬁ topical exposure
to the color additives. \Evidenée for this is provided by published caée reports
of allergic reactions to foods containing carmine and cochineal extract (Réfs.
10, 11, and 12), occupational asthma from exposure to carmine (Refs. 15, 16,

and 17), and allergic reactions to topically applied cosmetics containing
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carmine (Refs. 9, 13, and 14). The data in the published reports establish that
the allergic reactions result from IgE-mediated antibody response to carmine
or cochineal extract. The data als@ establish that individuals may become
sensitized and reactive to carmine from use of cosmetics containing that color
additive. These same individuals have been shown to subs.‘equenﬂy éxperience
more severe allergic reactions, including life-threatening IgE-mediated
anaphylaxis, following the ingestidﬁ of carmine or cochinea}:extjract in foods.

Further evidence is provided 111 the 11 voluntarily submitted 'a;dverse
reaction reports we have received that describe allergic reactions, including
anaphylaxis, experienced by individuals after eating faod or drinking a
beverage containing cochineai extract or carmine or ﬁs‘ing cosmetics colored
with carmine. Because events were reported from a populaficin of unknown
size, estimates of overall frequency of allergy to these color additives cannot

be made.

B. Options for Action

Individuals with known sensitivity tb carmine or cdchmeal extract need
to avoid products that contain these fcdlmr\ édditives in order to prexfent
potentially life-threatening aliergic réacticms; There are several possible ways
to accomplish this. One way is to préhiibit use of carmine and cochineal extract
in all foods, drugs, and cosmetics. A second way is to idéntify and eliminate
the allergenic component of carmine and cochineal extract. If an allergen is
a contaminant of the color additive, v‘mther than the vcolering’principie, then
FDA can set additional limitin;g specifications in the regulations for the color
additives and, if necessary, require ,C\ertifi\‘gation for each batch of carmine and

cochineal extract to ensure compliance with these specifications. A third way
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is to require declaration of the presence of these color additives on the labels

of all foods, drugs, and cosmetics. '

C. Tentative Conclusions

We have tentatively concluded that it is uﬁneceésary td prohibit the use
of carmine and cochineal extract in all foods, drugs, and cosmetic’:s.i Although
the color additives have been shoWﬁ to produce allefgié responses in certain
sensitized individuals, there is no evidence of a significant ha»"zaid tothe
general population when the color additives are used aépspeci’fiiéd by the color
additive regulations in part 73. |

We have also tentatively concluded that requir\ingvaddiﬁmnal testing to
identify and remove the allergenic component in carmine and cochineal extract
would do little to protect the hea»}thi bf indi/viduals sensitiVeto those additives
because: (1) Given evidence that differeni people appear to react to different
components of the éolor additives, it may not be technically or economically
feasible to identify and reduce the allergenic component of carmine and
cochineal extract to a low enough level so that it wouid no longer induce an
allergic response in sensitized indiviidual;‘\s; and (2) «additiana-} teé,,ting and the
rulemaking required to implexlnent the results of the testing would delay our
resolution of the issue for sensitive individuals.

Instead, FDA proposes to :req‘uira deciara’tion of carmine or cochineal
extract on the labels of all foods and cosmetics that contain them We plan
to address prescription drugs in a:separate\rulemaking.xThislabe}ing
requirement will enable sensitized individuals to recognize that a product
contains carmine or cochineal extract by reading a product’s labeling, and will
thereby enable those individuals to ua»void products that contain the color

additives. This labeling requirement will also enable consumers and health
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care professionals to more quickly identify sensitivities to these color

additives.

1. Foods

There is currently no requirement that the presence of;céchineal\ extract
or carmine be declared in food Iabgl,ing. Section 403(i) of the act (21 U.S.C.
343(i)) requires that a food label deélare the ingredients in the food, ﬁsing the
common or usual name of the ingredient. However, this set:tinn‘ allows the food
label to designate certification—exempt color additives as \céloripg without
naming the additives. The implementing regulation, § 101.22(k}(2) (21 CFR
101.22(k)(2)), permits label déclaxation'of a certifi\catiomexemi)t color additive
with a general phrasé such as “Artiﬁcial Color,” “Color Added,” or some other
equally informative term that makes it clear that a color additive has been used
in the food.

Section 403(k) of the act requiigs that a food that bears-or contains any
artificial coloring must bear Iabelihg stating that fact, but states that the
provisions of this section an,dj of section 403(i) described previously do not
apply to butter, cheese, or ice cream? Section ~‘1<~01.22,(k}(3)/ states that color
additives need not be declared on the labels of butter; cheese, and ice cream
unless such declaration is required by a regulation in part 73 or 21 CFR part
74. We have reviewed publiéhed and submitted reports describing allergic
responses to food products contaihixig cochineal extract or éarzx;ine. These
reports are sufficient to demonstrate a hazard to the heal;ch’ of consumers who
are sensitive to the\/color addit(ives."l?heref@re,\ we tentatively conchide that the
labels of all foods containing éochineal extract or carmixi(e should declare the
presence of those color additi&es in the ingrédient statéments as a condition

of safe use. To that end, we propose the following amendments.
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FDA proposes to amend § 73.100(d) by adding new paj?agra:ph (d)(2) to
require the declaration of cochineal extract and carmine on the labels of all
foods. Because §101.22(k)(2) does ﬁ@t refer té any labeling ,reqﬁirements in
part 73, FDA also proposes to amend § 1/01\.zz(k){2) to pmvide‘that \v
certification-exempt color additives need not be declared on the labels of foods
unless such declaration is required by a regulation in part 73. We do not
propose to amend §\101.22(k)t3) to require the declaration of cochineal extract
or carmine on the labels of~b1£tter, cheese, and ice cream bei:ausé that

declaration would be required by reference toy\pi'oposed new § 7’3.1®O{d)(2).

2. Drugs V

With respect to OTC drugs, §~230?€1.66((;:)(8) (21 CFR ‘201.66((:)(8)) reqﬁires
the outside container or wrapper of the retail package, or the immediate
container label if there is no optsidﬁel’CéIitainer»or wrapper, t:o'c‘o‘ntain a listing
of the established ﬁame of eaéh inactive ingredient. If the QTCvdﬁrug/ product
is also a cosmetic, then the inactive ingredients must be listed in accordance
with specific provisions of §§7 01.3(a) or (H (21 CFR 70’1.’3{‘3) or (f)) and 21
CFR 720.8, as applicable. Theteforer,ﬁvhether the OTC drug is or is not also
a cosmetic, there is a preexisting regulatory requirement for@\ desiaraiion of
inactive ingredients, including c,armine and cochineal extréﬁt)undezf
§ 201.66(c)(8). Failure to comply with this regulation would render an OTC
drug misbranded and subject to enfexcement action under séction 502(c) of
the act (21 U.S.C. 352(c)).

Furthermore, section 412 of FDAMA amended the misbrandingipmvisions

in section 502(e) of the act to require declaration of inactive ingredients for



to implement these FDAMA provisions.?

3. Cosmetics

Cosmetics that are offereﬂ for retail sale are subject to the labeling.
requirements of § 701.3. Section 701.3(a) requires that the labels of cosmetics
offered for retail sale bear a declaratlon of the name of each mgredlent in
descending order of predominance, except that the individual mgredlents of
fragrances and flavors are not required to be listed and may be identified
together as “fragrance” or “flavor.” However, § 701.3(f) ‘permits color additives
to be declared as a group at the end of the ingrediient’ statement, without respect
to order of predominance. |

Cosmetics that are maﬁufﬂactured and sold for use only by proféSsionals,
called ‘‘professional-use-only” proﬂﬁcts, are not subject to the iquuirements
of § 701.3 and thus need not bear ingredient labeling. V‘Cc‘);s/mtetic products that
are gifts or free samples also need not béa;r*ingredient labeling,

Professional-use-only products include: (1) T he,makenf/.) used in
photography studios and by makeup artists for television, movie, and theater
actors/actresses, (2) products intendgd for use only by professionals in beauty
salons, skin care clinics, and massage therapy shops, and (3) camouflage
makeup dispensed by physicians and aestheticians to clients with skin
conditions such as scarring. | ‘

Cosmetics that are gifts or free éamplesf need not bear ingredienflabeling
because they are not intended for retail sa]e as consumer cemmoditiés

1 These provisions of FDAMA have already ‘been implemented for DTC drugs as
described in the preceding paragraph See 64 FR 13254, 13263 (March 17, 1999). Note also
that current 21 CFR 200.100(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 desxgnated as “coloring” rather than being specifically
named. .



However, in the case of a gift that is actually a “gift-with-purchase,” we have
stated in our trade '(:Orrespondence/‘(Ref. 19} that the “gift” 13 notAconsidere‘d
a free gift per se, because it can onljr be obtained b}} consumers who purchase
the product to which the gift is attached. Therefore, such a “‘gift” must
currently bear a complete ing;ediéﬁt declaration on the label of the package
in accordance with the requinemefzi;té of § 701.3.

We have reviewed published and submitted reports of allergic responses,
including anaphylaxis, to cosmetic pmduets that contain carmine.
Furthermore, we héve discussed the possibility that consumers sensitized to
carmine from use of cosmetics conteiining that color additi\ie may subsequently
experience more severe allergic reactions;, including anaphylaxié, from
ingestion of carmine or cochineal extract in foods. We have tentatively
concluded that all cosmetic produé’ﬁé should declare the presence of éarmine
in their labeling. Therefore, FDA plyo;lmses to amend § 73.2087 to require
declaration of carinine on the labels of cosmetics that are nd’t sﬁbjam}: to the
requirements of § 701.3. The amended regulation will require that the
cosmetics specifically declare the presence of carmine_prpmiﬁéntly and
conspicuously at least once in the Iébeling and will provide the following
statement as an example: “Contains carmine as a color additive.” |
VI. FDA Response to the GSPI Petition

FDA’s response to the actions requested in the CSP1 petition is as follows:

1. CSPI requested that FDA immé;di'ata}y require that cochineal extract and
carmine be listed by name in the ingrgadieﬁt lists of all foods, drugs, and
cosmetics.

We believe that reciuiring the declaration of cocﬁiﬁé&l extract'and carmine

would provide sensitized consumers with the information needed to avoid
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products that contain those color additives. For the reasons stated in section
V of this document, FDA proposes to require the declaration of carmine and
cochineal extract on the labels of all foods and cosmetics, and plans to address

drugs in a separate rulemaking.

2. CSPI requested that FDA 1mmed1ately requu‘e labeling of animal (insect)
origin of cochineal extract and carmine.

We do not believe requiring the declaration of animal (insect) brigin of
cochineal extract and carmine in the labeling of prodﬁcts ‘aﬁnﬁaining, these
color additives is necessary. FDA has tentﬁtively concluded that the proposed
labeling requirement will provide sensitized consuméfs,sufﬁt:’ieht information
to avoid products containing these color additives

Furthermore, mformatmn on the origin of these color addltlves is readily
avallable to those consumers who want it. This mformatmn is provided in
standard dictionaries under the deﬁmtmns for the words ““cochineal” and
“‘carmine.” This information is alse provided in the color additive regulation
governing use of cochineal extract and carmine in foods ( §;73.1§Q).L‘If/hus, we
do not propose to require labeling of' anin:?;él (insect) origin of cochineal extract
and carmine. |

3. CSPI requested that FDA unaértake or require $ciéntific reviews or
studies to determine the specific al,le,?genic component of cochineal extract and
carmine, and whether it could:be ‘eliminéted from the color additivés , as well
as to determine the prevalence and maximum severity of allergic reactions.

We could not identify the specific allergenic compohent’iﬁ carmine and
cochineal extract from our review of the published literature, except to state
that it is likely to be of insect origin. One study we reviewed found that no

universal protein was recognized by patients known to be allergic to carmine
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and that it remains unclear whether the allergenic compenént consists of
proteins from the é.ochineal insects or a protein-carminic acid complex. We
believe that additichal scientific reviews or studies fo determine the specific
allergenic components of cochineal extract and carmine may be helpful if
successful; however, they would be unnecessary to ensure the safe use of
cochineal extract and carmine in foods, drugs, andcosmeti{:svifar the majority
of consumers in the general public. Thus, we have not undertaken and we
do not propose to require the requested scientific reviews or studies.

4. CSPI requested that, if fnecess;ary, FDA prohibit the u\se:’o"‘f\; cochineal
extract and carmine eﬁtirely, |

As noted previously, we have tentatively concluded that it is unnecessary
to prohibit the use of cochineal exﬁrﬁct and carmine in foods, drugs, and
cosmetics. Although the color additigves hféve been shown to prwoducé‘ allergic
responses in certain sensitized individuals, there is no evidenée of a significant
hazard to the general population when the color additives are used-as specified
by the color additive regulations infpart 73. Requiring declaration of carmine
and cochineal extract on the labels of all foods and cosmetics will enable
sensitized individuéls to inform ﬂlérﬁselvés of the presence-of the color
additives by reading a product’s laﬁ@l and will thereby enable the individuals
to avoid those products that céntain.,paknnineyor cochineal extract. Thus, we
do not propose to prohibit thefuse,of cochineal extract and c:a\rx\nine.k A

VII. FDA Proposed Action
A. 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

(21 U.S.C. 379e(b)). Under section 7,2&(1)},* EDA has the authérity to prescribe
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conditions, including labe«liqg requiremehts,v under which a color additive may
be safely used. Products \cont‘ainingcolor additives that are not used in
compliance with the color additivé regulations are adulterated under sections
402(c) (foods), 501(a)(4) (drugs), or 601(e) \(co‘smetics,) of the act (21 U.S.C.
342(c), 351(&)(4), and 361(e), gre‘specﬁvelyl. We have 7c§ncladéd¢that cochineal
extract and carmine may cause peteﬁtially severe allergic responses in humans.
Thus, we believe label information about the presence of these color additives
in all foods and cosmetics is necessary tdensure/ their sa‘fe use We note that,
- with respect to OTC drugs, declaration of inactive ingfedients is already
required under § 201.66(c)(8) ;and we plan to initiate a rulemaking io
implement the FDAMA provisions that require declaration of inactive
ingredients for drugs, including prg‘scripi\ion/ drugs. | |

Additional legal authority for reﬁuixing disclosure of a coloring that is, or
that bears or contains, a food allergeil comes frbm 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.

B. Food Labeling |

FDA proposes to amend the color addﬁitive regulation (§ 73.100) that
permits the use of ccchin’eal ei,ctract or caﬁhine in foods by adding new
Paragraph (d)(2) to i‘equire that all food (in‘cjluding\ butter, cheese, and ice
cream) that contains cochineaﬂ extract or carmine spe’(:iﬁc*;allir declare the
presence of the color additive by its ﬁespecﬁve common or usual name,
“cochineal extract’” or ‘“carmine,” m the ingredient ‘sta\tem/ent of the:\fcfod label.
Failure to adhere to'i\;his requirement would make any food that bears or
contains cochineél extract or carmjné adulterated under section 4/02{c) of the

act.
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FDA also proposes to amend §1 m.zz(k)(?,) of the food labeling regulations
to disallow generic declaration of color additives for which individual
declaration is required by applicable regulations in part 73. Currently, that

paragraph allows any certification-exempt color additive to be declared in a

its specific common or usual name.

C. Cosmetics Labeling

FDA proposes to amend ﬁhe color additive regulation (§ 73.2087)
permitting the use of carmine in cosmetics to réquire’theit cosmetics containing
carmine that are not subject to the réquirements of §701.3 si)eciﬁcally declare
the presence of carmine prom%inentily? and conspicuously at least once in the
label or labeling. The amended regulation will providé the following statement
as an example: “Contains carmine a‘ég coler additive.” Including tﬁisi
requirement in the color additive \regullat‘ions will make any cb'smetic» that
contains carmine and}that does not declara its presence on the label
adulterated under section 601(e) of the act.
VIII. Proposed Effective Date | |

The proposed effective date for any final rulevthat»may,issue\based on this
proposal is 2 years after its date of publication in the Federal Regiswz.
IX. Environmental Impact | | |

The agency has determined unﬂ’er 21 CFR 25.30(k) that this action is of
a type that does not in‘dividuaé]ly Qx%‘zjumulatively have a significant effect on
the human environment. Therefore, heithe?r an enﬁronniental assessment nor

an environmental impact statement is required.
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X. Analysis of Impacts

A. Preliminary Regulatory Impact Analysis

We have examined the economic «imﬁlica’tions of this proposed rule as
required by Executive Order 128»66.‘1Executive Order 12866 directs agencies
to assess all costs and,benefit$ of available regulatory alternatives and, when
regulation is necessary, to select regulatory approaches that max:imiie net
benefits (including potential economic, anvimnmental),lpubrlic healithy and
safety, and other advantages; distributive impacts; and equity). E);:e‘cutive Order
12866 classifies a rule as significant if it rheets any one ‘Of‘a‘numbexy of speciﬁéd
conditions, including having an aﬁnﬁal effect on the ec‘(mqmy of ‘$35.,0,0 million,
adversely affecting a sector of the economy in a material wéy, »adver‘sély
affecting competition, or adversely affecting jobs. A regulation is also.
considered a significant regulatory aptiqﬂif it raises novel legal or policy
issues. We have determined that this proposed rule is not an -economically

significant regulatory action as defmed by Executive Order 12866.

B. Regulatory Alternatives

We considered the following regulatory alternatives in this analysis. We
request comments on these and any‘bther plausibie- alternafiveS'f (1) Take no
action; (2) take the proposed actmn (3) take the proposed action, but make
the effective date later; (4) take the p proposed actmn, but make the effective

date sooner; or (5) ban carmine and cochineal extract.

1. Option One: Take No Action
We treat the option of taking no action as'generating neither costs nor
benefits. We use this option as the baseline in comparison with which we

determine the cost and benefits of the other options. Any favorable or
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unfavorable results from taking no action will be captured in the costs and

benefits of the other options..

2. Option Two: Take the Proposed( Action

a. Costs. This proposed rule Wr}uld increase the c‘ost of ﬁsing cochineal
extract and carmine in foods énd some cosmetics beqause it jwouldgr@quire
firms using these substances to list them on product labels. In the case of foods,
the proposal would require firms to list the additives as ingredients in their
products. In the case of cosmetics, thep:ro‘posall would require firzﬁs to declare
the presence of carmine on products not sﬁbjecf to the )requirement’é of §701.3
(e.g., professional-use-only products or free gifts). Cosmetids which are
consumer commodities and subject to the requirements of § 701.3 are already
required to list carmine as an ingredient. |

Although we diééuss these costs as though they :accrued,'té the affected
firms, these costs are actually Social cé:o’ststhat firms may pass on to consumers
via higher product pﬁces, depending on market condi‘tiqns‘. The costs would
be greatest for firms currently produfjing products containing these édditives
and for firms that begin using these additives in existing/prqudiucté éfter the
final rule based on this proposal has taken effect but b,ef()re their next regularly
scheduled label change. Costs would be greatest for these firms because they
would need to change labels before their next regularly scheduled label
redesign, and they may lose some in*\zgento:y'of already printed labels. The costs
would be much smaﬂer for firms that begin using thésepolox: additives in new
products that are introduced after th:e\,ﬁnali rule based on this proposal has
taken effect and for firms that begin using these additives in existing products
after their next regularly scheduled label redesign after the final rule based

on this proposal has taken effect. Costs would be much smaller for these firms
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because they could incorporate the requirements of this rule in their label
design during their label design phase, aﬁd they would not lose label
inventory. The\costs for these firms would be the loss of otherwise free label
space. These costs would be minimél because this rule requires the use of only
a small portion of the total available label space. -

Firms would respond in one of two ways to the increased costs of using
carmine and cochinéal extract. First, firms might use these additives and label
products containing these additivesas reqﬁired by the\final«'ruié: based on this
proposal. Second, firms mighf decide not to use these addiﬁves or to delay
using them until after their next regularly scheduled label change. Firms would
decide which action to take bésed on es;t'imated profiits, which would vary with
changes in consumer demand for the relabeled or reformulated products the
costs of relabeling or reformulating, and changes i in consumer- demand
resulting from changes in product prices. We assume in this ’analys;xs that the
required labeling wquld not signiﬁc‘fimtly reduce demand because rélatively
few consumers are sensitive to these color additives. (If tﬁe required labeling
did significéntly reduce demand, then we would need to di:‘s“éingusish the costs
of firm activity that result from changes in the costs. df using carmine and
cochineal extract from the costs of firm actlv;lty that result from changes in
product demand. The former would represent social costs; the latter would
represent distributive effects.) In addition, we assume that all firms would
relabel rather than reformulate because relabeling is generally much less costly
than reformulating. | | | '

For foods and cosmetics, we eétimated relabeling:co/sts using a model
developed by Research Triangle Institute (RTH under contract tLdFDA, This

model estimates labeling costs base‘d: on the length of the compliance period
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(that is, the length,bf time we giveﬁfirms to comply'with’ the i;etjﬁirements of
the final rule upon publication of the final rule), the parts of the label that
are affected, and thé North Americ&n Indﬁstry,ClaSsifii:ation‘ System (NAICS)

codes or descriptions of the type of pfodnéts. The Iabelﬁos{t model does not

extrapolating from the data on fob&;f

The proposed effective date for this rule will be 24 months following the
publication of the final rule. 'jI'he( rule will affect only the ingredient list for
most affected products. We estimated the labeling costs for cosmetic products
based on the costs of changing the »iﬁgredient lists for the relevant product
types that appeared in the label cost;\model. We do not know the. number of
food products or cosmetics that contain carmine or cochineélexti‘ast.'
According to industi'y literature, these a&ditives are technically suitable for use
in a wide variety of food including c‘;airy products such as ice cream and
yogurt; popsicles; baked goods inchi;ding douyghnuts,:bakery mixes, cones, and
fruitcake; confections and candy iﬁc}luding chewing guin ba;se,;ha\r\d\ candies,
soft-toffee/caramel, and gum types/jellies; fruit ﬁllihgs and pudd,ingg,, jellies,
and gelatin dessert; canned cherries; seasonings; snacks; canned meat products;
pork sausage; surimi (artificial crabﬁ};eat:);soup and scﬁp mixes; tomato
products; vinegar; beverages. and fruit-based drinks; ﬁuibbé'&ed liquors; and
syrups. All of the food products featured in the adverse event reports that we
discussed previously in this preamble :fall*inté one of these categories. Carmine
is also suitable for use in a variety of cosmetics, including lipsticks, blushes,
and eye shadows. However, thlS rule; affects the following categories of
cosmetics which are not subject to the requirements of § 701.3: (1) Professional-

use only products, including, makeup used in photography studies and
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television, movies, and theater; maﬁeup used by professionals in beauty salons,
skin care clinics, and massage therapy shops; and camouflage makeup given
by physicians and esthetiqiaﬁs to clients with skin conditions such as scarring;
(2) free samples or gifts, if not linked to a purchase. We already require all
other cosmetics to declare the presence of color additives on the label.

Based on this list of prodﬁcts, :t‘lae most relevant product 'categéries and
NAICS codes appearing in the labe]i;ng cost program are as follows: Fluid Milk
(311511), yogurt and flavored mill{ ﬁorticm only; Ice Cream:and Fi‘d\zen, Dessert
Manufacturing (311520); Conimerdiél Bakeries (311~812}’\blakery snacks, pies,
and cakes only; Frozen Cakes, Pies, and ther Pastries Manufacturing (311813);
Cookies and Cracker Manufacturingf(Sllle); cookies only; Flour Mixes and
Dough Manufacturing from Purchased Flour (311822), baking mixes only;
Chocolate and Confectionery Manufécturing from Cacao Beans (311320);
Nonchocolate Confectionery Manufacturmg (311340] Fruit and Vegetable
Canning (311421) juices, ]ams/]elhes/preserves, fruit, and tomato products
only; Specialty Canning (311422) entrees, side dlshes, and soup only; Dried
and Dehydrated Foods (31142?), soup only; Spiée raﬁd Extract Manufacturing -
(311942}, spices and seascninégs\ only; Other Snack Food Manufacturing
(311919) except unpopped popcorn; Seafood ,Canning (3‘1”1271 1); Fresh and
Frozen Seafood Manufacturing (311;7\12); Frozen Specialty Food Manufacturing
(311412); Mayonnaise, Dressing, and Other Prepared Sauce Manufacturing
(311941), vinegar only; Frozeni Frui;(, Juice, and Vegetable Manufafzttiring
(311411), juice concentrate onl\‘y; an‘dASoft Drink Manufacturing (312111)
carbonated beverages and non-fruit di’ink&:anly\; and All Other Miscellaneous
Food Manufacturing (311999) bakiqgfingrgdients, drink mixes, deser:t toppings,

gelatin puddings, syrups, and side dishes only. In addition, the following
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relevant NAICS codes do not appeér in the labeling cost program: Retail
Bakeries (311811}); Confectionery Manufacturing from Purchased Chocolate
(311330); Flavoring Syrup and Conc:;entrate_Manufacturiﬁg (311930); Meat
Processed from Carcasses (3’11612);"D,istill~eries (3 1214\()1); iaéd Tqi}e»t |
Preparation Manufacturing (325620). We used the aver'age’ Iabeling costs of the
other NAICS categories to estimate the costs for the NAICS categories that did
not appear in the labeling cosi program. . | ’ V

We then reduced the estimated }abéling costs for some of the NAICS
categories based on information fmm US Census Bureau industry reports
based on the 1997 (economicqensu»sg We made these mrrect“ions(ﬁn;)gy on those
NAICS categories for which We were unable to limit the pioduct Gategorieé
to the most relevant products iusing:the préduc:t categories pfovideé*in the label
cost model. |

For Seafood Canning (311711), We aséumed that the priﬁlary typé ofk
product that might contain carmine brfcdﬁhineal extract is surimi (imitation
crab). This product comprlsed about 9 percent of the total value of shipments
for this NAICS code (Ref 20). Therefore, we estimated that the labeling costs

would be 9 percent of the eshmatad‘c@sts*for the entire NAICS code.

We made a smnlar correctlon to. the cost estlmates for Fmsh and Frozen
Seafood Manufactunng (3117 12) The Census report did not prowde the value
of shipment figures for fresh surimi products in order to avoxd disclosing data
on individual companies. Hov;v.ever,’,the report included the data in higher level
totals. Therefore, we estimated an upper bound on the size of the value of
shipments for fresh surimi products by Subtr\acting off from the total value of
shipments all of the\vialue of shipments of the categories for which the report

provided data. We did not need to use this approach for frozen surimi products
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because the report provided data on those products. Using these figures,r we
estimated that surimi products cmhprised a maximum of 8 percent of the total
value of shipments for this NAICS‘C}ode (Ref. 21).

For Meat Processed from: Carcasses 631 1612), we ~as.§umed that the primary
types of products that might cantaiﬁ carmine or cochineal extract are canned
meat and sausage. These products Lc@mprised‘ about 34 percent of the total
value Qf shipments for this NAICS:dee (Ref. 22). |

For Distilleries (312140), we a’ssluméd}that the primary types of product
that might contain carmine of cochiiléal extract are bottled f‘bérdials and
liqueurs. These products compnsed abeut 13 percent of the total value of

shipments for this NAICS code (Ref 23)

For Toilet Preparatlon Manufacturmg (325620) we assumed that the
primary types of product that, m1ght contain carmine or cec]:nneal extract is-
cosmetics (lip, eye, and blushers) These products comjprlsed about 11 percent

of the total value of shlpments for th:xs NAICS code (Ref. 24)

For Retail Bakeries (31181 1), we assumed that the prlmary pmduct types
product that might contain carmine or cnchmeal extract are cakes, cookies,
doughnuts, pies, and other sweetv goods (sweet rolls, coffeecake, pastmes,
Danishes, muffins, etc.}. These produc{ts comprised about 32 percezit of the
total value of shipments for this NAICS code (Ref. 25). -

We do not have’iﬁformaﬁon on the proportion of those products that are
suitable to contain carmine or cochineal extract that éctu&al}y contaai‘n those
color additives and that do not already list them on the ingredient list.
However, the propértiop of products that contain these additives is probably
only a small portion of the total number of suitable products. Therefore, we

assumed that between 1 percent and 10 percent of the products in the most
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relevant product categories actually contain carmine and cochineal extract and
do not already voluntarily liét thesé substances iﬁ the ingrédienﬁt list. Under
these assumptions, we estimate the one-time labeiing costs to be approximately
$0 million to $3 million. |
his rule would generate health benefits by réciucing the
number of adverse events involvingl cochineal extract and t::a;rmine«:yiaa two
potential pathways: (1) Consumeré who know they are sensitivé to these color
additives would be better able to\a"\(bid products containing these color
additives, and (2) consumers fénd health care professionals would be able to
more quickly identify sensitivities to these color adfditivéfs. In addition to the
health benefits, this rule would allow consumers who know.fh‘eyvare sensitive
to these color additives to coﬁsume,pmdmts that they may chgrwise avoid
because of uncertainty over whethé;ﬁ the products contain these color additives.

We have identified three ?ad#éfsée events from the FDA :fiiés and the
literature that involved prodﬁcts cck)hta«ining'carmineor cochineal extract in
which those color additives did not or prgbablyv did not appear on the
ingredient list. All three cases invdlired crabmeat. In one case, we know that
these additives did not appear on the product label. In‘th\ey- other two cases,
we do not have information on whether the additives appeared on the labels
or not. However, our experience’is't‘kjixat crabmeat containing’gsarmine or
cochineal extract rarely indicates these additives in the ingredient list.
Therefore, we assumed that these adﬂiitives did not appear on the product label
in these two cases. These three caséé afreypart ofa ,gzzoup of 14 cases involving
adverse events in the United Stateé involving carmine or cochineal extract in
food or cosmetics that we identified in the literature and in our FDA files.

The other 11 cases did not contain information on the labeling of the product
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that caused the reaction or involved products that were already labeled as
containing carmine or cochineal extract.

The first of these events occurfed in May 1994. The last of these events
occurred in 2001. However, our lite?ature search covered the period up to
February 2004. |

Passive reporting systemé gene;éally capture only a small f’rac‘ﬁbn of
adverse events. The actual fraction of adverse events captured by those systems
is difficult to estimate becaus}s it dgpends on a number of féctors , iﬁciuding
public and physician awareness of a problem, the ti:rhing of press releases and
other actions, the degree to wshic;h iﬁe adverse events are considered unusual
or notable, and the severity of the adverse events. Estifnateg of répo:rting rates
for particular type of problenis unde:,r these types of systems /tend té range from
about 10 percent to less than 1 percent (Refs. 26, 27, and 28). The reporting
rate for adverse evenfs invelving a}ifergiﬂ,&responses to produrits caniaining
unlabeled carmine would be probébiy- be toward the low énd‘of,thegscale
because it would be difficult for con'sum_eis or physicians to relate the problem
to carmine or cochineal extraét ‘if th{)se substances Wers not listed on-the
product package;. Therefore, we assume ;that we are aware of only about 1
percent of the adverse events involving these products. Under this assumption,
we estimate that 300 adverse éventsfinvolving these substances may have
occurred between May -19«94&&1(1 February 2004 (a reporting period of 9 years
and 9 months) involving prodﬁcts quvered by this mlé, containing thése «
additives, and not already listing these additives on the ingredient list. This
corresponds to an annual rate of 31 adverse events.

We do not have sufficient information to estimate the percentage of these

adverse events that this rule would eliminate. However, the reports involving
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products that alreadv list these ingredients on th ingredient list suggest that
this type of labeling will not eliminate all of these adverse events. Therefore,
we assume that this rule would eliminatevbetween 10 percenf and 90 percent
of these cases. ‘ -

Although we do not have esltimates of the value of avoid;ing; severe and
non-severe allergic feaotions to carmine and cachineal«extmct, we do have
estimates of avoiding severe énd mild al}érgic responses in general. fn a study
done under contract to FDA, RTI estimated the value of avoiding a severe
allergic response to be approximately $58,000 (Ref. 29). This estimate was
based on a quality adjusted life year of approximately $200,000. We have
revised our estimate of a quality adjusted life year to a range of $100,000 to
$500,000 (68 FR 41489, July 11, 2003) Thereforé, we have édjﬁsted the
estimate of the value of avoiding Aavs:everéﬁallergic response to a range of
between $26,000 and $132 ?Oﬂiﬂﬁ This estimate accounted for the prqbabilify of
death or coma due to a severe allergic response; however, it did not account
for medical costs. Severe ,reacitions involve an‘aphylaxié and typically require
hospitalization and often emeTrgency room care. These hospitalizaticns
typically last 48 hours to 72 hours .One nationwide study feund the mean cost
of a hospital stay for a severe allergzc reactlon mvmlvmg resplratmry r-,yrrqa»’tm:ns
to be approximately $6,500 (Ref. 39),. Therefore, we estimate the average total
cost of a severe allergic reaction to ;carmjhe or cochi:neﬂal» extract to be
approximately $33,000 to $139,000. We have two esti\mertesv of the vélue of
avoiding a mild allergic response $54 and $43_’7 (Ref. 29). The ,av.érage of these.
two estimates is about $250. | '

Six of 14, or 43 percent, d;f the adverse events repb:ﬂ:s inv/clving( food and

cosmetics involved severe adverse events that required emergency treatment
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or hospitalization. We assume thaf the same proportion of unreported adverse
events would be severe. Undér thé assumption that about 4‘3\,percent of adverse
event are severe, and based on the estimated number of adverse events

eliminated by this rule and the estimated valu:e"of avoiding severe and mild

to be between $0 million and $2 miﬂion. The total discounted value of this
stream of health benefits at a discount rate of seven percent is beiwéen $1.
million and $26 million. We are ungb}ef«té, quantify the non-health benefits
of this rule for consumers who know they are sensitive to thesgéubstanceé
and who would be able to consume some products that they might currently
avoid because of uncertainty @ver wﬁthethei' the products contain these

additives.

3. Option Three: Take the ProposedAction, but Make the Effective Date Later
Increasing the compliance period to 36 months would réduee tﬁe cost of
revising labels because more firms could time the revisions ,,tq coincide with
regularly scheduled label chaﬁges. We estimated tﬁat the cost of ievis’ing labels
under Option 2 would be $0 million to $3 million under a 24-month
compliance period. Therefore, the éast of revising labels under é’36«rmonth
compliance period would be $0 million to some amount less than $3 million.
However, delaying the effective date would also reduce benefits. For example,
if we set the effective date to 36 months, then we would eliminate the $0
million to $2 million in benefiis that- would have taken :plaee\ m months 24
to 36 under Option Two. The ranges of estimated cost and benefit reductions
overlap. Thus, we have insuffi,%ciexit information to determine if this option

would generate higher or lower net benefits than Option Two.
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4. Option Four: Take the Proposed;Action, but Make the Effective Date Sooner

Decreasing the compliance peri‘bd’ would increase the cost of revising
labels because fewer firms could time the revisions to coincide W:th regularly
scheduled label changes. For example, based on the labeling cost model that
we discussed under Option T;’WO, we estimate that the costs of this ruie under
a compliance period of 12 mdnths%&ouldtb’e approximatelyi $3 million to $55
million. The estimated costs under Option Two were $0 million to $3 million.
Therefore, moving up the effective date by 12 months would increase costs
by $3 million to $52 million. However, moving up the compliance date would
also increase benefits relative to Option Two by providing benefits during |
months 12 to 24 after the publication date of the ﬁnalful‘é. These benefits
would amount to approximately $0 mill’ioh to $2 milli:on.‘Th'uS;thi‘s option

~ would reduce net benefits by $1 million to $52 million relative to Option Two.

4. Option Five: Ban Carmine ér Cochineal Extract

a. Costs. Banning carminé or\cpchineal extract would nequixje«fiirms :
currently using these additives in prbducts covered by this rule to reformulate
all such products. Although a number of pbte:ntial subst}i;tutes\exrist, each of
these substitutes has technical and: fhnc{tiﬁnalqcharacteristics thétidi;ffer from
those of cochineal extract and carmine. We estimated refbrmuiatién costs using
a model developed by RTI un%der‘ cbﬁtrag:t to FDA. For purposes of providing
the necessary inputs for the reformulation cost model, we assumed that firms |
would probably replace carmine of coChinealNextractWith another substance,
that one could best describe carmine or cochineal extract asa non-critical
minor ingredient, that firms Would- find that discrimihation, testing was
sufficient to gauge consumer écceﬁtaﬁnce of the new formulations, and that

firms would not need to perform any analytical or consumer sampling tests.
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We estimated refor;’nulétion costs using the same approach that we used to
estimate labeling costs, except that we were unable to estimai:e refarmulation
costs for Commercial Bakeries (311812) bakery snacks, pies, and cakes only
using the reformulation cost model.'Therefore, we based our estimate of the
reformulation costs for that proaucr categary oﬁ the average reformulation cost
for the product type categories that appeared in the reformulation cost model.
The estimated one-time total jreformulatian cost was $3 million to $1,390
million.

In addition to the one-time reformulation costs, this o}iﬁmmay also
increase the costs of producmg affected products or reduce the value that
consumers place on those products However, one cannot infer that these
results would necessarily occmj b&asegd on the current ufse of these additives
because the one-time costs of reformai}atiOp might have 'led:firﬁls to continue
using these additives even théu:gh sgbstitutes_ existed that were equally coétly.
and did not reduce the value that consumers placed on those products. If these
results—increased production costs or redﬁced consumer vgluatior&-—Were to
occur, they would not be one-time p;?sts but recurring costs. Howevéf,
extrapolating such costs to infinity would not be reasonable ubgcausé technical
improvements in substitutes for carmine and cochineal e);h:éét conlﬂ .
eventually eliminate such costs. N everthgless, \these/ costs cou}id be gluch ’
greater than the corresponding recum;fing costs under Option Two, which were
generated by the permanent loss of a:small amount of o;tﬁerWi\s\evfreeiz label
space. | |

This option would also generate significant distributive effects by reducing
the profits of firms that pro,duée, import, or process cai‘min@ and cochineal

extract and by increasing the profits of firms that produce, import, OT process
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substitutes. In some cases, the same firms that handle cochineal extract and
carmine may handle substitutes for these additives. The distributive effects
generated by this option wou1;d probably be much greater than the distributive
effects generated by Option TWG because under Option Two most firms using
carmine or cochineal extract would probably continue th\u\s:e ﬂlase/a&ditives.

b. Benefits. Banning these additives Wpuld genér,éte Heaﬁh‘beneﬁts by
eliminating the possibility that senfsi;tive consumers would ingest tk‘iése
substances. These health bénefits wéuld be greater than the health benefits of
Option Two because they would iinélude all of the adverse events eliminated
under Option Two as well as some additional adverse events involying péople
who do not yet realize they are senéi*tivg tdthese additives or who realize they
are sensitive to these additives but fail to read the iﬁg«redienf;livst; In particular,
this option would eliminate.césgs of the type captured in the 11 adverse event
reports discussed previously that involved food or cosmetics containing
carmine or cochineal extract in which these color addi’tives:?r@bably appeared
on the product label. The reporting rate for adverse events involving prodt’xcfs
~ that are labeled as containing Carmiqe or cochineal extra"cf should be
significantly higher than reports rates for adverse events involving prqdﬁcts
that are not so labeled. Therefore, we assumed that the reporting rate for
labeled products is Lapproximatel’y 10 per;iant. Based on this assumption, this
option would prevent 42 annual adv:efse events and generate annual health
benefits of approximately $1 xﬁillioﬁ@to $3 m?iﬁion. Thé total disédunted value
of this stream of health benefits at a discount rate of 7 percent is $9 million
to $36 million. | |

In addition to health bene‘fits,bannin‘g the’sé addit«ives:wauld also generate

benefits by allowing consumers who know they are sensitive to these additives
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to consume some products that they might otherwise avoid. We do'not have
sufficient information to quantify thiis:ben;efit. However, thislben\e'fivt would
probably be greater than the comparable benefit under Option Two}beqause,
under this option, consumers would not have to read product labels to

determine whether they could consume particular products.

5. Summary of Costs and Benefits.

We do not have good informati(j%n on the current usage of carmine and
cochineal extract or the currexit number of édver.se events associated with those
additives. However, under the% assurxﬁptio/hs we used in this analysis, we
estimate that taking the proposed action would generate oileftim‘e relabeling
costs of between $0 million and $3 Iﬁi‘llio;n and some small but permanently
recurring costs associated with the loss of otherwise free label space. We also
estimate that taking the proposed action would genérate pgmnanentl"y recurring
annual health benefits of betwéen $0:million 'egnd $2:mﬂlién, with a total
discounted value under a 7 percent' discount raté of between $1 million and
$26 million. In addition, taking the \p\i‘oposed action would g_ener’ate,récurring
benefits for consumers who are sensitive to these substances and fwho“would
be able to consume some products th‘é‘c they might otherwise have avoided.
Based on these estimates, taking the ﬁropcs’ed action has the potential to
produce significant net benefits but also has some potential to prodice small
net costs. We estimate that delaying the compliance daté to 36 months after
publication of the final rule rat;her‘thfan» 24 j'months after pubﬁﬁatibn )of‘ the final
rule, as proposed, would reduce the Qnéf-tinie refonnulétivn costs to “between
$0 million and somé amount lej/ss than $3 million and»reduce healthibenefits
by between $0 million and $2 x%nillic;;ﬁ. Thus, we cannot determine if delaying

the effective date to 36. monthsiafter:the publication of the final rule would
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increase net benefits. We also?estimate that moving up the compliance date
to 12 mont A |
reformulation costs by $3 million to-$52 million and increase béﬁeﬁts by
approximately $0 million to $2 million. Thus, moving up the/e‘f/fectiv‘e date
to 12 months afterthe-publical;tion of the final rule would déi::reése net benefits.
Banning carmine and cochinqal extract would generate a one-time -
reformulation cost of $3 million to $1,390 million, plus péssibrl,e’neeurring costs
from increased productio,ﬁ costs czm;sedjby the use of sﬂﬁsti};ﬁtes, or from
reduced consumer valuation éf the refOrmuLated products. Aban would
generate benefits of approximately $1 million to $3 millibnéper year, with a
total discounted value under é 7 percent &isceunt rate of $9 million to $36
million. Therefore, we estima{e that:.é ‘bah would genepafe:pdtentialiy large net

social costs.

C. Small Entity Analysis

We have examined the economic implicaﬁon«s of-’chisvp:mpqs,e& rule as
required by the Regulatory Flexibility Act (5 U.S.C. 601-612). If a rule has a
significant economic impact 6n a substantial number df small entities, the
Regulatory Flexibility Act requires :agenciﬁs to analyze regulatory options that
would lessen the ef::onoinic effect of ihe rule on sfilall entities. We find that
this proposed rule would\ havé a significant economic 1mpact ona substantial
number of small entities. -

The Small Business Administrat;ion: (SBA) publishes definitions of small
i)usinesses by NAICS code. Wé presented a list of relémht NAICS codes in
the preceding cost benefit analysis. For most of the relevant NAICS codes, SBA
defines a small buéiness as a business with 500 or fewer émpl‘ayeasy The

exceptions are NAICS codes 311821 and 312140, for which the cutoff is 750
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employees, and 311422, for Which tl‘ieﬂ cutoff is 1,000 employees. We used the
1997 Economic Census to check the num‘féer of firms that would be classified
as small businesses under the SBA definitions. We found that v:irtuavl‘ly' all (98
percent) of the firms in the relevant NAICS éode categories are small
businesses according tot the SBA d\eﬁﬁitiQns. | ‘

Total costs potentially incil:urred. by small businesses will be virtually eqtial
to the social costs estimated in the cost benefit analysis because the vast
majority of the affeéted firms discussed in the cost benéfit analysis are small
businesses. These costs may or may not be borne by small buSinesses because
firms may be able to pass on some or all of these costs to consumers in the
form of higher prices, depending on market conditions. If the total costs
accruing to small businesses are proportional to the number of affected food
and cosmetic firms that are small businesses, and if these firms are unable
to pass on any costs to consumers, then we estimate thé(t the one-time costs
accruing to small businesses from taicing the proposed action would be $0
million to $3 million, plus some small but permanently fecm;r,ing costs
associated with the loss of otherwise free label space. |

All of the regulatory alterhativeé disc:ﬁssed in the cost baenefit analysis
would change the pbtential impact df thzs rule on small businesses. \T‘aking
no action would eliminate all potential impacts on small businesses. Taking
the proposed action but increasing the compliaﬁce period-from 24 months to
36 months would reduce the poten\ti;‘alk impa(}t on"sméllbuéiﬂesses tolbetw?een
$0 million and some amount less than $3' ‘million. However, as discussed in
the cost benefit anaiysis, extending the compliance period from 24 months to
36 months would also reduce benefits by the amount that would otherwise

have been generated in the first 12 months. Taking the proposed action but
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decreasing the combliance period from 24 months to 12 manths would
substantially increase the potential nnpac't on small busmesses to-between $3
million and $55 mﬂhon Banning carmine and cochmeal extract would
significantly increase the potential Gosts for small food and cosmetic firms to
between $3 million and $1,390 million. In addition, a bén would also generate
significant distributive effects on small busmesses that manufacture, import,
Or Process these color add1t1ves and do not also handle substxtutes These
distributive effects would also be considered costs from Athe» perspective of the
affected small businesses. Other firms, imi}/-udi‘ng small firms, Wﬁul& benefit
from these distributive effects. However, we are unable to cpns‘iﬂer positive

effects on small businesses for purposes of this analysis.

D. Unfunded Mandates

The Unfunded Mandates Refsorm Act of 1995 (Pubhc Law 1(}4-4) requiring
cost-benefit and other analyses in sectlon 1531(3) defines a mgmfmant rule

““a Federal mandate that ms,y result in the expenditure by State, local, and
tribal governments in the aggregate, or by the private sector, of $100,000,000
(adjusted annually for inflation) in va;ny 1 year.” FDA hasdetémiined that this
rule does not constitute a significantirulelunder the Unfundlad>Manaates
Reform Act. | |
XI. Paperwork Reduction Act of 1995

This proposed rule contains ihfanhation collections thaiiare subject to
review by the Office of Management and Budget (OMB) under the Paperwork
Reduction Act of 1995 (PRA) (44 U.S.C. 3501-3520). The labeling rat;iiirements
in this proposed rule cross-reference labeling requireméms in other
regulations; therefore, FDA is hot,e’stimating the burden of this prdpbsed rule

separately. The burden hours for 21 CFR 70.25 cross-referenced in
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§§ 73.100(d)(1) and 73.2087 (c}(l) have been estimated and appmved under
OMB control numbér 0910-0016. The burden hours for 21 CFR 101.4 cross-
referenced in § 7 3;100(d)(z) héve”beén. estimated and approved under OMB
control number 0910-0381. The burden hours for § 73.2087(c)(2) will be
submitted for OMB review andap;?roizal in a future subinission \;erh§ 701.3.
X1I1. Federalism ) | | |

We have examined this p’rop,osa?ly following the principles of Executive
Order 13132, “Federalism.” We have determined that a final rule based on
this proposal would not contain policies that have Substahtiai direct effects
on the States, on the relationship between the ‘Natidnal’ Government and the
States, or on the distribu{ion of powér,and,résponsibﬂitiesgmong the different
levels of government. We have therefore mncluded that, because it does not
have implications for federalism as defined in the Executive/ord'er,/ this
proposal does not need a summary i::;npact statement on federalism.
XII1. Comments |

Interested persons may su\bmitv to the Division of D‘o‘ckeyts Management (see
ADDRESSES) written or electronic comments régarding this dbcu;mgm.'Submit
a single copy of electronic comments or two paper copiés of,a‘ny mailed
comments, except that individuals may submit one pVaI,\)er cé\)pey. Identify -
comments with the docket number found in brackets in the heading of this
document. Received COmmen’gs m_ay{’ be seen in the Di:visiaﬁ\ of Dockets
Management between 9 a.m. and 4 pm, Monday through Friday.
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List of Subjects

21 CFR Part 73

Color additives, Cosmetics, Drugs, Medical devices.

21 CFR Part 101

Food labeling, Nutrition, Reporting aﬂd recordkéepigg requirements.
m Therefore, under the F ederali Food/,ybru\g\,. and Cosmetic Act and under
authority delegated to the Commissiténer of Food and tDa‘ug’s,Am CFR parts 73

and 101 are proposed to be anjiended; as fdﬂows;
PART 73—LISTING OF COLOR ADDITIVES iEXzEMPTIFRQM CERTIFICATION

1. The authority citation for 21 CFR part 73 continues to read as follows:

Authority: 21 U.S.C. 321, 341, 342, 343, 348, 351, 352, 355, 351\ 362, 371, 379.

2. Section 73.100 is amended by revmmg paragraph (d} to read as-follows:

§73.100 Cochineal extract carmme
* * % %

(d) Labeling requirements. (1) ‘I‘«fxe label of the xco}or/adc}itive*s\ and any
mixtures intended solely or 1n part f‘br coloring purposes prepared therefrom
shall conform to the requirements of§'70f25 of this chapter 7 -

(2) The label of food products mtended for human use,. mcludmg butter,
cheese, and ice cream, that contain cochmeal extract or carmine shall
specifically declare the presence,of—,the color additive byi listing its respecﬁve
common or usual name, “cochineal extract” or “carmine,” in the statement
of ingredients in accordance with §101.4 of this chapter. |

* * * * *

3. Section 73.2087 is amended by. revising paragraph (c) to read as follows:
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§73.2087  Carmine.
% * * x %

(c) Labeling. (1) The color :addiigi,ve and any mixture prepared therefrom
intended solely or in part for coloring purposes shall bear, in )additi@n"to any
information required by law, labeling in accordance with the provisions of
§ 70.25 of this chapter. |

(2) Cosmetics containing carmine that are not subject to the requirements
of § 701.3 shall specifically declare the preseﬁcet of carmine »pmminenﬂy and
conspicuously at least once inthe labeling."For example: “Contains carmine

as a color additive.”

* * * * *

PART 101—FOOD LABELING
5. The authaority citation for 21.CFR part 101 continues to read as follows:

Authority: 15 U.S.C. 1453, 1454, 1455; 21 U.S.C. 321, 331, 342, 343, 348, 371;
42 U.S.C. 243, 264, 271. | /

6. Section 101.22 is amenaed by revising paragraph (k}(2) to reé,d as
follows: | | |
§101.22 Foods; lfabéling of spices,iflavarings, colorings aﬁdaﬁfemicai
preservatives. | o A
* * * % *

(k)(2) Color additives not subject to certification; and nétroﬂmrwise
required by applicable regulations in parf 73 of this chapter to be ‘dgclared
by their respective common oi usual names, may be declared as “Artificial
Color,” “Artificial Color Added,” or “Color Added” (or by an equally
informative term that makes clear that a color additive has B@E&n used in the

food). Alternatively, such color additives may be declared as ‘‘Colored with
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”or“ color,” the blank to be filled in with the name of the color
additive listed in the applicable regulation in part 73 of this chapter.

* * * * *

Dated: o iex /i
October 25, 2005.
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