December 4, 2007

Dockets Management Branch
Food and Drug Administration
Room 1061

5630 Fishers Lane

Rockville, MD 20852

RE: Angel Men Eau du Toilette by Thierry Mugler
Dear Dr. von Eschenbach:
The National Toxic Encephalopathy Foundation (NTER)einafter referred to
as the petitioner, respectfully submits this petitiayarding non-compliance and
violations of the following Code of Federal Regulati¢@&R), United States
Code (USC) and Food, Drug Cosmetic Act (FD&C):

Chapter | Subchapter G (Title 21 CFR- Food and Drug -SubparB

740.10(a))

Chapter | Subchapter G (Title 21 CFR- Food and Drug -SubparA
740.1(a))

Chapter IX Subchapter VIl (21°U.S.C. Subchapter VIII Section 381
(@)(3))

Chapter IX Subchapter Il (21°U.S.C. Subchapter Il Secion
334(a)(1)(B))

Chapter IX Subchapter Il (21°U.S.C. Subchapter Il Section
321(9)(1)(B)(C))

Chapter IX Subchapter Il (21°U.S.C. Subchapter Il Secion
331(a)(b)(c))

Chapter IX Subchapter VIl (21°U.S.C. Subchapter VIII Section
381(a)(3)(b))

Chapter IX Subchapter VI (21°'U.S.C. Subchapter VI Section
362(a)(c))

Chapter IX Subchapter VI (21'U.S.C. Subchapter VI Sectior862(a))

Chapter IX Subchapter Il (21°U.S.C. Subchapter Il Section321(n))

Chapter IX Subchapter VI (21'U.S.C. Subchapter VI Sectior861(a))

Chapter IX Subchapter V Part A (21°'U.S.C. Subchapter V Sation
351(d)(1))

Chapter | Subchapter G (Title 21 CFR- Food and Drug -SubparA
740.1(b))



Chapter | Subchapter G (Title 21 CFR- Food and Drug -SubpéarA 740.2(a))
Chapter | Subchapter A (Title 21 CFR —Food and Drug —Subpart A
Section 2.5 (a)(1)(2))
Chapter IX Subchapter V (Title 21 U.S.C. FDCA SubchapteV Part E. Sec.
360.bbb-2 (a)(b)(c))
21CFR 5.10 subpart (A)(1)
21CFR Sections 701.3 and 701.11-701.13

These regulations are under the auspices of the Commeissibthe Federal Food, Drug
Cosmetic Administration under:

21CFR 5.10 subpart (A)(1):

Sec. 510
“(A) “The Secretary of Health and Human Services (the Secretary) has
redelegated to the Commissioner of Food and Drugs (Commissioner), with
authority to redelegate (except when specifically prohibited), all authas
follows:
(1) Functions vested in the Secretary under the Federal Food, Drug and
Cosmetics Act (21 U.S.C. 301 et seq.).”

Petitioner hereby requests that the Commissionétmiadministrative action against Clarins
USA for violations of the aforementioned USC, CRHE &D&C rules and regulations.

. ACTION REQUESTED:

The NTEF after careful review of all the ingredientscttised on the label and attached exhibits
hereby submits their request that “Angel Men” Eau deetteilSpray (“Angel Men”), must be
designated as being misbranded. The Commissioner obtie & Drug Administration, herein
after referenced as FDA, as cited above has the pavdeauthority in order to make this
declaration and request the immediate and full compliap€dasins USA. The commerce and
importation of “Angel Men’is in violation of numerous codes and must be declardaranided
for failure to provide necessary labeling on this coresumnoduct.
Manufacturer:
Thierry Mugler Parfums
13 rue Madeleine Michelis
92200 Neuilly-France
Imported into the United States by:
Clarins
4, rue Berteaux-Dumas
92200 Neuilly-sur-Seine-France
Distributed by:
Clarins USA
110 East 59 Street
NY, NY 10022.

ll. STATEMENT OF GROUNDS:




Chapter IX Subchapter Il (21°'U.S.C. Subchapter Il Setion 321(n))

Sec. 321
“(n) If an article is alleged to be misbranded because the labeling or asivey
is misleading, then in determining whether the labeling or advertising is
misleading there shall be taken into account (among other things) not only
representations made or suggested by statement, word, design, degitg, or
combination thereof, but also the extent to which the labeling or advertaslag
to reveal facts material in the light of such representations or mahteith
respect to consequences which may result from the use of the tartidiech the
labeling or advertising relates under the conditions of use prescribed in the
labeling or advertising thereof or under such conditions of use as are customary
or usual.”

Any consumer commodity which is a food, drug, device osnetic, as each such term is
defined bysection 201 of the Federal Food, Drug, and Cosmetic Act (21 UCS321), and
which is introduced or delivered for introduction into ¢oence in violation of any of the
provisions of this chapter, or the regulations issued patsaahis chapter, shall be deemed to
be misbranded within the meaning of chapter Ill offbderal Food, Drug, and Cosmetic Act
[21 U.S.C. 331 et seq.], but the provisions of section 3@BabdfAct (21 U.S.C. 333) shall have
no application to any violation of section 1452 of tiils.t

The following violations are associated with this product:

Misbranding and Adulteration:

Chapter | Subchapter G (Title 21 CFR- Food and Drug -SubpdrA 740.2(a))
Sec. 740.2
“(a) A warning statement shall appear on the label prominently and
conspicuously as compared to other words, statements, designs, or dedices
bold type on contrasting background to render it likely to be read and understood
by the ordinary individual under customary conditions of purchase and use, but in
no case may the letters and/or numbers be less than1/16inch in heightamless
exemption pursuant to paragraph (b) of this section is established.”

There is no warning label or statement regarding teegehs contained and the allergens
associated symptoms induced in users such as the knoweysk@and respiratory irritants.
There is no warning explaining that some ingredients na¢ been evaluated for associated
toxicity (though early animal models suggest this evadnatiould be prudent prior to its use in
humans). There is no warning about reproductive effextsaasociated fetal toxicity. There is
no statement regarding the carcinogenetic propertiedradigt there is no warning regarding
the use of Coumarin in this product and the problems/#fielet® of this prescribed medication
which is known to be associated with this product.

The package insert for the medication containing Couragdnciated ingredients explains the
risks associated with its use and to warn the user &tebiefor those particular side effects.



Coumarin chemically is a double ring phenolic compounde drhell associated with Coumarin
is perceived to be that of newly mowed hay. Coumarmnphlytochemical primarily associated
with the tonka bean and has/was incorporated into tob&sod and cosmetics. It has been
prohibited in food since 1940.

Since March of 1999 the FDA has posed a warning to c@atents on Exaloda ® about the
risks associated with concomitant Coumarin exposure.

The consumer is not given relevant information to nakerformed decision when purchasing
“Angel Men”.

VIOLATION CHARGE CODES, Exhibit 1:

Reason: LABELING
Section: Section 4 (a); MISBRANDING
Charge: The article appears in violation of FPLA lbeeaof its placement, form and/or
contents statement.
FPLA: Fair Packaging and Labeling Act
SUPPORTING STATEMENT
Cosmetic Labeling Regulations
0910-0599
21CFR Sections 701.3 and 701.11-701.13
2. Information User:
The information required to be disclosed in FDA’s costriabeling regulations
is used by consumers of cosmetic products when evaluptinthasing and using
the products. FDA uses the information to evaluate etismproducts currently
on the market and to verify compliance with the requinets for labeling
cosmetic purchases. Exhibit 2.

Reason: REDUCED

Section: 501 (d)(1), ADULTERATION

Charge: It appears to be a drug that a substance hamixeenor packed with so as to
reduce its strength

Chapter IX Subchapter V Part A (21°'U.S.C. Subchapter V Sation 351(d)(1))
Sec. 351
“(d) Mixture with or substitution of another substance. If it is a drug ang
substance has been (1) mixed or packed therewith so as to reduce its qualit
or strength “

Reason: POISONOUS

Section: 601 (a), ADULTERATION

Charge: The cosmetic appears to bear or contain arjpais or deleterious substance
which may render it injurious to users under the conditfaescribed in the labeling
thereof, or, under such conditions of use as are cusgomar



Chapter IX Subchapter VI (21°U.S.C. Subchapter VI Sectior861(a))
Sec. 361
“(a) If it bears or contains any poisonous or deleterious substance which may
render it injurious to users under the conditions of use prescribed in the
labeling thereof, or under such conditions of use as are customary or usual”

Reason: COSM MISB

Section: 602 (a) MISBRANDING

Charge: The cosmetic’s labeling appears to be falsasteading within the meaning of
Section 201 (n).

Chapter IX Subchapter Il (21°'U.S.C. Subchapter Il Secthn 321(n))
Sec. 321
“(n) If an article is alleged to be misbranded because the labeling or asivey
is misleading, then in determining whether the labeling or advertising is
misleading there shall be taken into account (among other things) not only
representations made or suggested by statement, word, design, degitg, or
combination thereof, but also the extent to which the labeling or advertaslag
to reveal facts material in the light of such representations or mateith
respect to consequences which may result from the use of the tartidiech the
labeling or advertising relates under the conditions of use prescribed in the
labeling or advertising thereof or under such conditions of use as are customary
or usual.”

Reason: COSM MISB2

Section: 602 (a) MISBRANDING

Charge: The article is subject to refusal of admispimsuant to Section 801 (a)(3) in
that it appears that its labeling is false or misleggirany particular [Misbranding,
Section 602 (a)].

Chapter IX Subchapter VI (21'U.S.C. Subchapter VI Sectior862(a))
Sec. 362
‘(a) If its labeling is false or misleading in any particular.”

Reason: CSTIC LBLG

Section: 602 (a) and/or (b), and/or (&ISBRANDING

Charge: The labeling appears to fail to comply withheettc labeling requirements of
Section 602 (a) and/or (b), and/or (c), and as identife2ilbC.F.R. Part 701.

Chapter IX Subchapter VI (21'U.S.C. Subchapter VI Sectior862(a)(c))
Sec. 362.
“(a) If its labeling is false or misleading in any particular.
(c) If any word, statement, or other information required by or under auyhoiri
this chapter to appear on the label or labeling is not prominently placed thereon
with such conspicuousness (as compared with other words, statements,, designs



or devices, in the labeling) and in such terms as to render it likdbg read and
understood by the ordinary individual under customary conditions of purchase
and use.”

IMPORT VIOLATIONS:

Reason: COSM MISB

Section: 801 (a)(3); MISBRANDING

Charge: The cosmetic’s labeling appears to be falsasteading within the meaning of
Section 201 (n).

Reason: COSM MISB2

Section: 801 (a)(3); MISBRANDING

Charge: The article is subject to refusal of admispimsuant to Section 801 (a)(3) in
that it appears that its labeling is false or mislegg@irany particular [Misbranding,
Section 602 (a)].

Reason: CSTIC LBLG

Section: 801 (a)(3); MISBRANDING

Charge: The labeling appears to fail to comply withheettc labeling requirements of
Section 602 (a) and/or (b), and/or (c), and as identife2ilbC.F.R. Part 701.

Reason: POISONOUS

Section: 801 (a)(3), ADULTERATION

Charge: The cosmetic appears to bear or contain arjpais or deleterious substance
which may render it injurious to users under the conditfaescribed in the labeling
thereof, or, under such conditions of use as are cusgomar

Reason: REDUCED

Section: 801 (a)(3); ADULTERATION

Charge: It appears to be a drug that a substance hamixeenor packed with so as to
reduce it’s strength

Reason: LABELING

Section: 801 (a)(3) MISBRANDING

Charge: The article appears in violation of FPLA lbeeaof its placement, form and/or
contents statement, Exhibit 2.

Chapter IX Subchapter VIII (21 U.S.C. Subchapter VIII Section 381(a)(3)(b))
Sec. 381
(a) Imports; list of registered foreign establishments; samptas fr
unregistered foreign establishments; examination and refusal of admission(3)
such article is adulterated, misbranded, or in violation of section 355 ®fitla,
then such article shall be refused admission, except as provided intsubsec
(b) of this section. The Secretary of the Treasury shall cause stract®n of
any such article refused admission unless such article is exported, under



SEIZURE:

regulations prescribed by the Secretary of the Treasury, within rilagty of the
date of notice of such refusal or within such additional time as may betieeirm
pursuant to such regulations. Clause (2) of the third sentence of this paragraph
\1\ shall not be construed to prohibit the admission of narcotic drugs the
importation of which is permitted under the Controlled Substances Import and
Export Act [21 U.S.C. 951 et seq.].”

Sec. 951 Definitions

“(a) For purposes of this subchapter -

“(1) The term "import" means, with respect to any article, any bringinoy
introduction of such article into any area (whether or not such bringing in or
introduction constitutes an importation within the meaning of the tariff tdvilse
United States).”

Chapter IX Subchapter Il (21°U.S.C. Subchapter Il Secton 331(a)(b)(c))

Sec.331.

“(a) The introduction or delivery for introduction into interstate comoseof any
food, drug, device, or cosmetic that is adulterated or misbranded.

(b) The adulteration or misbranding of any food, drug, device or cosmetic in
interstate commerce.

(c) The receipt in interstate commerce of any food, drug, device or
cosmetic that is adulterated or misbranded, and the delivery or profietedtry
thereof for pay or otherwise.”

Chapter IX Subchapter Il (21°U.S.C. Subchapter Il Secton 334(a)(1)(B))

Sec. 334.

“(@) (1) Any article of food, drug, or cosmetic that is adulterated mbmanded

when introduced into or while in interstate commerce or while helddiar

(whether or not the first sale) after shipment in interstate canemer which

may not, under the provisions of section 344 or 355, be introduced into interstate
commerce, shall be liable to be proceeded against while in interstateerce,

or at any time thereafter, on libel of information and condemned in anyctlistri
court of the United States or United States court of a Territory mitie

jurisdiction of which the article is found. No libel for condemnation dball

instituted under this Act, for any alleged misbranding if there is pendiagy

court a libel for condemnation proceeding under this Act based upon the same
alleged misbranding, and not more than one such proceeding shall be instituted if
no such proceeding is so pending, except that such limitations shall not apply
(B) when the Secretary has probable cause to believe from facts fothaljtwi
hearing, by him or any officer or employee of the Department that giwanded
article is dangerous to health, or that the labeling of the misbranded aricle
fraudulent, or would be in a material respect misleading to the injury oadam

of the purchaser or consumer. In any case where the number of libel for
condemnation proceedings is limited as above provided the proceeding pending
or instituted shall, on application of the claimant, seasonably made, be remove



for trial to any district agreed upon by stipulation between the partiesn @ase
of failure to so stipulate within a reasonable time, the claimant may apphe
court of the district in which the seizure has been made, and such afvert (
giving the United States attorney for such district reasonable notice and
opportunity to be heard) shall by order, unless good cause to the contrary is
shown, specify a district of reasonable proximity to the claimantipal place
of business, to which the case shall be removed for trial.”

The voluntary disclosure by Clarins of their chemiegtedients, Exhibits 3, 4, 5.

The label on the box references only the followmgyedients: Alcohol Denatured, Fragrance
(Parfum), Purified Water (Aqua), Benzophenone-2, Butyl egtibenzoylmethane, Benzyl
Salicylate, Cinnamyl Alcohol, Citral, Citronelladioumarin, Geraniol, Hexyl Cinnamal,
Butylphenyl Methylpropional, Limonene, Linalool, Blug@l 42090), Violet 2 (Cl 60725)

The chemical formulation for the generic referencéragrance (Parfum) is suspect. The
undisclosed chemical ingredients in the fragrance refereray contain additional amounts of
known irritants that potentially could cause the industgpmmended “acceptable levels” to be
exceeded, resulting in further allergic reactivity oorporation of other known irritants or
toxins.

TESTING ON “ANGEL MEN”:

There is no available testing or Material SafetyeD@aheet (MSDS) for this product.

Chapter | Subchapter G (Title 21 CFR- Food and Drug -SubpérA 740.1(a))
Sec. 740.1
“(@)“The label of a cosmetic product shall bear a warning statement wheneve
necessary or appropriate to prevent a health hazard that may be associated with
the product.”

A preponderance of chemicals in “Angel Mear@rry known health warnings; documented
allergens, harmful ingredients, skin penetrators, instéskin, respiratory, eyes), skin sensitizers
and reproductive effects, as referenced by the attacl®SyIExhibit 6 (A-O).

The following warnings are associated with “Angel Mérsemicals:
IRRITANTS :
Eyes:
Denatured alcohol, Cinnamyl alcohol (irritant), Coumékazardous), d-
Limonene, Linalool, Geraniol, Citronellol, Benzyhlgylate, Citral (Hazardous),
Blue 1 (CI 42090) (irritant), Violet 2 (CI) 60725 (irritant)

Respiratory:



Denatured Alcohol, d-Limonene, Cinnamyl alcohol (lumgant, may cause
respiratory tract irritation). Linalool, Geranioljit@nellol, Benzyl Salicylate,
Citral (Lung irritant), Blue 1 (CI 42090) (may cause respinatoact irritation),
Violet 2 (Cl 60725) (may cause respiratory tract irritgtion

Skin:
Denatured Alcohol, Cinnamyl Alcohol (Hazardous, irtanay cause allergic
reaction, Slightly hazardous in case of skin contaatgisizer)), Buytlphenyl
Methylpropional (Sensitizer with skin contact), CoumgBensitizer with skin
contact, and absorbed thru skin), d-Limonene (Senswizbrskin contact, an
allergic reaction which becomes evident upon reexpoBuodonged repeated
contact may cause defatting of the skin and dermis)jdahéSensitizer with skin
contact), Geraniol (Sensitizer with skin contaczdrdous with skin contact
“permeator”), Citronellol (Sensitizer with skin coaotasevere irritant), Benzyl
Salicylate (Sensitizer with skin contact), Hexyl @mal (Sensitizer with skin
contact), Citral (Sensitizer with skin contact), BILéCI 42090) (Hazardous,
irritant), Violet 2 (CI 60725) (Hazardous, irritant)

Mutagen:
Coumarin, Linalool, Citral,

Reproductive Effectors:
Butylphenyl Methylpropional, Coumarin, Citral,

Tumorigen:
Coumarin, Citral

Possible Carcinogenic:
d-Limonene,

Treat as potentially harmful:
Butyl Methoxybenzoylmethane

NFPA Hazard Identification System Health Warning (Blue Diamond Numbers, Exhibit 7:

Number 2: “Material that on intense or continued but not clv@xposure could cause
temporary incapacitation or possible residual injury”;
d-Limonene, Linalool, Geraniol, Citronellol, BenBdlicylate, Hexyl Cinnamal,
Cinnamyl Alcohol, Citral, Blue 1 (Cl 42090), Violet 2 (Cl 60725)

Number 3: “Material that on short exposure could cause seriaupdeary or residual
injury;”
Butylphenyl Methylpropional, Coumarin,

Chapter | Subchapter G (Title 21 CFR- Food and Drug -SubparB 740.10(a))
Sec. 740.10



“(a)Each ingredient used in a cosmetic product and each finished cosmetic
product shall be adequately substantiated for safety prior to marketing.ughy s
ingredient or product whose safety is not adequately substantiated prior to
marketing is misbranded unless it contains the following conspicuous statement
on the principal display panel

“Warning--The safety of this product has not been determined’

There are numerous ingredients in which the chemicgs$iqai and toxicological properties and
data have not been thoroughly investigated, determinedatwated:

Denatured Alcohol, Butylphenyl Methylpropional, Coumad#,imonene,
Linalool, Geraniol, Citronellol, Benzyl Salicylatelexyl Cinnamal, Citral, Blue 1
(Cl 42090)

DISCLOSURE OF INGREDIENTS, DISCUSSION OF “ANGEL MEN’ S” ADVERSE
REACTIONS AND WARNING ASSOCIATED WITH THE DISCLOSED
INGREDIENTS

Most consumers are under the misguided impression thattiosrand fragrances are fully
tested and therefore safe to use. Without the fullafiscé of ingredients on the label,
consumers are unable to determine if they could reaan togredient which they know they are
sensitive to. Failure to incorporate known warningshenlabels that a product has, for
example, known skin sensitizers, skin penetrators, canfragrance allergens, that could
exacerbate the consumers dermatological and medicaéprebl' he generic reference of
fragrance makes this non-disclosure problematic to timbsehave allergic predispositions.

Allergenisitc Nature:

The allergenistic properties of fragrance chemicale leeen well documented and highly
researched for years. A preponderance of the chenmc@agel Men” are known to be skin
irritants and appropriate warnings have been excludedeampidickaging. The exclusion of the
chemical makeup of the generic reference to “Fragra®adym)” probably includes additional
guantities of the known chemical irritants in additiorother known allergens. There is an
increase in the reporting of contact dermatitis prijméom fragrance related products.

The most frequent allergens in allergic contact dermatitis;In a study of 9948 patients to
determine the frequency of sensitization to the top 1€t wm@mmmon contact allergens, fragrance
mix came in second. They concluded:....after the healitigeo$kin...allergic contact

dermatitis, it must be considered that the sensitizgd@sists indefinitely. Therefore, patients
have to be informed exactly about their relevant acinallergens to ensure complete
avoidance®

Patch testing with a new fragrance mix detects additional p&nts sensitive to perfumes

and missed by the current fragrance mix“There are numerous contact allergens that have
been identified and utilized in patch testing for seraitn through fragrance mixes (FM).
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Initially in the 8% FM |, it did not identify all patiés with a positive history of adverse
reactions. The FM Il incorporated 6 chemicals inuagiof 1701 patients at 6 different
dermatological centers in Europe. FM Il used three diffestrengths of ....citral, coumarin,
citronellol. Concluding the new FM Il detects additiopatients sensitive to fragrances missed
by FM I; the number of false-positive reactions isdo than FM Il than with FM 1.%

The frequency of fragrance allergy in a patch-test population ovea 17-year period.* We

have reviewed our patch test data from 1980 to 1996 to etatlether the pattern of fragrance
allergy has changed with time. ...25,545 were patch testee fr@duency of allergic reactions
to geraniol remained relatively constart.”

Sensitization to 26 Fragrances to be labeled according to currefuropean regulations.
Results of the IVDK and review of the literature.Out of the 26 ingredients studied, 7 of these
are part of the chemical makeup of “Angel Men”; Benalicylate, Citral, Citronellol,

Coumarin, Geraniol, Limonene, Linaloof.”

Fragrance ingredient labeling in products on sale in the U.K*The top six identified products
were “linalool, limonene, citronellol, geraniol, biglgenyl methypropional and hexyl cinnamal”
They concluded that “There is ongoing consumer exposuretmost frequent sensitizers in
FM I... the cinnamon fragrances cinnamal....Linalool ambhene, fragrance turpenes which
are significant allergens in their oxidized stafe”.

Natural ingredients based cosmetics. Content of selectédgrance sensitizers “Geraniol,
citral and coumarin are considered natural ingrediem@smpounds not yet regarded as natural
substances, may be present in products claimed to be dasetural ingredients®

Novel approach for classifying chemicals according to skin senigihg potency by non-
radioisotopic modification of the local lymph node assayThe murine local lymph node
assay (LLNA) is currently recognized as a stand-alensiszation test for determining the
sensitizing potential of chemicals, and it has the aidge of yielding a quantitative endpoint
that can be used to predict the sensitization potenclgeshicals. .... Nine chemicals (i.e. ....
cinnamicaldehyde, citral) categorized as human conllaojen classes 1-5 were tested by the
non-RI LLNA ... Sensitization potency data are usefuleealuating the sensitization risk to
humans of exposure to new chemical products.’....”

Clinical forms of skin manifestations in allergy to perfume.” Perfumes are increasingly used
in an ever wider variety of fields, including perfumes propesmetic products, hygienic
products, drugs, detergents and other household products, plastistrial greases, oils and
solvents, foods, etc. Their composition is usually cempt involves numerous natural and
synthetic sweet-smelling constituents, more than 5,00¢hwh are known. Perfumes may
produce toxic and, more often, allergic respiratory diser@esthma), as well as neurological
and cutaneous disorders. They are the most common daslge allergy to cosmetic products
and one of the most important causes of skin allerggdmal drugs or even to syrups which
may reactivate contact dermatitis. People engaged imanefacturing of these products may
become sensitized to perfumey.”
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Strong allergic patch test reactions may indicate a general disgition for contact allergy.
“RESULTS: With an increasing strength of a positeaation to nickel or to fragrance mix the
likelihood of further positive reactions to unrelatedteghallergens increased significantly, and
the mean strength of such additional reactions raisedlist with an increasing strength of a
nickel or fragrance reaction:”

Principles and methodology for identification of fragrance allergas in consumer products.
“Ingredients supplied by the manufacturer ...Benzophenone-3j Bexamal were found to be
responsible for the patients contact allergy to tmarnercial product. These substances contain
chemical structural alerts giving them antigenic abiliffhe common use of new chemicals to
manufacture fragrances, and the increased number oftgag@nrsitive to them but with negative
fragrance mix reactions, makes it necessary to igamgilv potential fragrance sensitizers in
commercial products*®

Coumarin:

The following terms as defined by the United States Gode=nforceable and applicable to the
incorporation of Coumarin in this product. IncorporatirCoumarin which has an effect on the
developing fetus renders this product to be reclassifiaddasg and misbranded, as it is
classified as a poisonous or deleterious substance.

Chapter IX Subchapter VIl (21°U.S.C. Subchapter VIII Section 381 (a)(3))
COUMARIN Violation Code:
Sec. 381
“(@)(3)The article appears to bear or contain Coumarppisonous or deleterious
substance, which may render it injurious to health.”

Coumarin containing products have been used pharmacolgdigatls anticoagulant properties
as it prevents the synthesis of prothrobin, a plaswieprproduced in the liver in the presence
of vitamin K. Prothrombin is the precursor of thene thrombin which catalyzes the
conversion of fibrinogen to fibrin in the clotting mess. Threads of fibrin wind around blood
platelets in the damaged area of a blood vessel and ptbeideamework for a blood clot. Of
note, improper curing from some sources converts Cournéoithe anticoagulant Dicoumarin.
Hemorrhaging and death may occur in cattle that ingededmsweet clover hay containing
Dicoumarin predicated on the amount consumed. Dicoumadimedated drugs are used in
human medicines as blood thinners and are commonly migsedéant poisons such as Decon ®,
which literally results in rats to bleed to death.

It is not uncommon for women at times to apply a mealsgne to remind themselves of their
partner. In addition, some females body chemistry pdesl them from wearing the more
feminine fragrances and would tend to gravitate towardera feminine men’s fragrances.
Predicated on this probability, “Angel Men” even thougbr@dominately male fragrance could
have an effect upon the developing fetus.

In Vitro Dermal Absorption of Coumarin in Rat and Human Skin: “Coumarin is widely
used as a fragrance in cosmetics, perfumes and soapy.c®aeerns have been raised by NTP
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toxicity testing. Therefore, we measured coumarin g&or and metabolism in skin. ... These
studies indicate that coumarin absorption is signifigaskin. Systemic coumarin absorption
must be expected after dermal contact with coumarinagung products.™*

Percutaneous absorption and metabolism of Coumarin in human aniat skin. “These
studies indicate that coumarin absorption is significaskin. Systemic coumarin absorption
must be expected after dermal contact with coumarinagung products.™?

BfR Federal Institute for Risk Assessment:it is common knowledge that relatively low doses
can already cause liver damage in a small group of particaénsitive individuals if the
medicinal products are administered over a few weeks.ibExh

Target Organs and Levels of Evidence NTP Technical Report Nulber 422" FM: CLEAR
EVIDENCE Lung Alveolar/Bronchiolar Adenoma, AlveoBrbonchiolar Carcinoma” Exhibit
9.

Behavioural outcome of school-age children after prenatal exposute coumarins.” Based

on the results of both questionnaires, we concludebfayvioural development may be
negatively influenced in school-age children after imaexposure to coumarins, leading to less
favourable task-oriented and social-emotional behavidtir.

Neurological outcome in school-age children after in utero expoege to coumarins. ‘The
results suggest that coumarins have an influence on ve®geent of the brain which can lead
to mild neurological dysfunctions in children of schogé4 **

Geraniol:

Fragrance Compound Geraniol Forms Contact Allergens on Air Expagre. Identification

and Quantification of Oxidation Products and Effect on Skin &nsitization. “Analogous to
other monoterpenes studied, such as limonene and ling&rahiol has the potential to
autoxidize on air exposure and form highly allergenic camps... The autoxidation of geraniol
greatly influenced the sensitizing effect of geranidle Dxidized samples had moderate
sensitizing capacity, quite different from that of pureagai” *

Fragrance chemicals in domestic and occupational productépidemiological studies have
described an increasing prevalence of fragrance all&dyndicated an association with hand
eczema. ... subjected to gas chromatography-mass spectcai@€irMS) analyses ... fragrance
chemicals ... potential to cause contact allergy ...) magolbemon ingredients in these
products... ... 19 target substances the most commonly diteete limonene in 78%, linalool
in 61% and citronellol in 47% of the products investigatda FM ingredients were ...

following frequencies: ... hydroxycitronellal 12%, and gerb#id%. ... chemical analyses of
domestic and occupational ... of potential contact alleetated ... should consider fragrance
allergens additional to those in the FM, since themg mscur with high frequency™®

Citral:
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Citral is a fragrance allergen and irritant. “Citral is a well known contact allergen and a
contact irritant.”’

Linalool:

Contact allergens formed on air exposure of linalool, Identifiation and quantification of
primary and secondary oxidation products and the effect on skisensitization.“The air-
exposed samples of linalool produced clearly positive regspm@and the hydroperoxides were
the strongest allergens of the tested oxidation prodddts.study demonstrated the importance
of autoxidation on the sensitizing potential of lindlo@/e also conclude that the sensitizing
potentligl differs with the composition of the oxidatimixture and thus with the air exposure
time.”

Studies on the autoxidation and sensitizing capacity of thedgrance chemical linalool,
identifying a linalool hydroperoxide. “The two monoterpenes linalool and d-limone are the
most frequently incorporated fragrance chemicals intedgoroducts. Previous studies on d-
limonene show that this monoterpine oxidizes onxposure (autoxidation) and that allergenic
oxidation products are formed. Due to structural simgeiinalool might also form allergenic
oxidation products on air exposure. The aim of the ptestady was to study the autoxidation
of linalool and to investigate the sensitizing potémtidinalool before and after air
exposure...Linalool was oxidized for 10 weeks...It is concludetahtoxidation of linalool is
essential for its sensitizing potential®

Denatured Alcohol:

Transdermal permeability of N-acetyl-D-glucosamine:Negligible permeability was observed
for NAG in neat solutions of known membrane permeatiaimancers ethanci®

Potential mechanisms by which a single drink of alcohol can anease transdermal
absorption of topically applied chemicals:'Ethanol induced changes in lipid peroxidation and
TEWL demonstrate that drinking alcohol induces transdearsdrption of xenobiotics®

Can Alcohol-Based Hand-Rub Solutions Cause You To Lose Your ner’s License?
Comparative Cutaneous Absorption of Various Alcohols? ETOH may be absorbed during
intensive use, either via transcutaneous absorptigthalation of fumes in closed area%”

Permeability of commercial solvents through living human skin.The following permeability
rated (g/m[2]h) of single solvents were measured...ethand! 1.

Respiratory/Dermatological Effects:

A link between skin and airways regarding sensitivity to fragrarce products?“Exposure to
volatile...may be related to various eye and airway sympto.. unknown whether eye or
airway symptoms elicited by fragrance products are agsolcwith contact allergy or eczema.
Positive, independent and significant associations ...dwmweye and airway
symptoms...fragrance products and perfume contact allergy...addehaema similar and
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consistent results were found regarding severity ofyimpoms ... perfume contact allergy
and/or hand eczema, as opposed to those without, haeefr@aguent and more severe eye or
airway symptoms after exposure to volatile fragranceyets... hand eczema ... greatest
impact on reporting eye and airway symptoms eliciteddiyrénce products?

Mucosal symptoms elicited by fragrance products in a populatiorased sample in relation
to atopy and bronchial hyper-reactivity. “Exposure to perfume and fragrance products may, in
some individuals, cause symptoms from the eyes and airwayo investigate both the
localization and character of symptoms from the eyekairways elicited by fragrance products,
and the associations between such symptoms and skirtgsialeactivity (atopy), methacholine
bronchial hyper-reactivity (BHR), allergic rhinitis@ asthma.... measurement of BHR, atopy,
forced expiratory volume in 1 s (FEV1), and serum eositio@aitionic protein (serum
ECP)...The response rate was 79.6%. Symptoms from th@egésvays elicited by fragrance
products were reported by 42%. BHR (adjusted odds ratio 2.3, 98fidaeswe interval 1.5-
3.5... symptoms from the eyes and airways elicited by fregraroducts. .. no significant
associations between these symptoms and atopy, FES&rwon ECP... Mucosal symptoms
from the eyes and airways were common...BHR was a isigmifand independent predictor of
these symptoms. The lack of association with atopy stejéisat IgE-mediated allergic
mechanisms do not play a major role in the developofehiese symptoms™

Svynerqistic Effects:

Allergens in combination have a synergistic effect on the eitation response: a study of
fragrance-sensitized individuals. “It was found that the combination of two allergans
individuals allergic to both substances had a synergifiict on the elicitation response
evaluated by all three methods. The 1:1 mixtures ofwwbeallergens elicited responses as if the
doses were three to four times higher than those §ctsald, which is significantly more than
expected if an additive effect had been preséft.”

There have been numerous complaints that fragrancgsadinger in the air, “Simulated
exposure studies were conducted on 3 surrogate products ognsisdiingredients for their
toxicity, volume of use, chemical structure, volatilit$ of which are incorporated into “Angel
Men” (Linalool, d-Limonene, Hexyl Cinnamal).

The Research Institute for Fragrance Materials dateveth “behavior of different materials due
to volatilities and responses to airflow in exposuranaber, similar to real life. D-Limonene
long lasting: high concentrations at 5 ft distances dstnates effect of air movement on a
volatile, not seen with less volatile materialseTata shows die-away phase of each material
suggesting that after several hours, measurable fragnsateeial is reduced by more than an
order of magnitude, although concentrations of more ii®laaterials remained high.”

There are many complaints about the respiratory sffgicragrances: “Analysis shows small
particle size increasing the likelihood of inhalatiowl ahe intended stimulation of the olfactory
system. At 1.5 ft. ht the variation in the concembrabf each material resulted from
volatilization of particles they become lighter anthagn suspended.
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While airborne levels of the nine fragrances wepgaducible, the physiological interpretation
concentration is unknown at this time. One possilaldist point for the biological significance
of these results could be the ACGIH guidelines for Radiies Not Otherwise Classified of 10
mg/nT for inhalable particles and 3 mgffior respirable particles. These data provide an
understanding of modeling for standard exposure conditionshewd that any assessment of
exposure from different fragranced product forms is inflaerxy the product form. The
information will be useful in the design of future clalistudies in normal and sensitive
subpopulations to assess the potential effects of ohifi@grance materials.” Exhibit 10.

Evaluation of phototoxic properties of fragrances.‘Fragrances are widely used in topical
formulations and can cause photoallergic or phototoxsictians.... Moderate UVB-induced
haemolysis was induced by hydroxy citronellal... Assess of the correlation of the clinical
effects of these findings could lead to improved proteaticthe skin from noxious
compounds?

Benzophenone 2:

The thyroid gland is part of the endocrine system (glématsare primarily ductless that release
hormones/chemical mediators directly into the blooelash), which is part of what is referred to
as the hypothalamic-pituitary-adrenal axis. The tldysdniormones (Triiodothyronine,
Thyroxine/tetraiodothyronine, Calcitonin) control nenous physiological functions
(metabolism, protein synthesis, calcium levels ewvairh affect the entire body. The thyroid
works on what is euphemistically referred to as a negiédedback system with the other 2
glands in this axis. Any disruption from exogenous chasikhat elicit a dysfunctional
response on this gland has a systemic response upoodye b

Benzophenone 2 (BP2) has been found to have potentdhyrwition disruption. This has been
noted to be severe in iodine deficient cells. Recgnitblished studies showed that BP2 exerts
estrogenic activity; thus, it is an endocrine activergical. Absorption rates of BP2
transcutaneously in the human are likely to exceedafmytlsreshold values. Current data from
research centers world wide have demonstrated alarnopgpies “see below” associated with
the use BP2 in humans. Additional toxicological studiesilshioe conducted to clarify possible
adverse effects in the context of a still prevailmgide deficiency in many parts of the world.

The ultraviolet filter benzophenone 2 interferes with thethyroid hormone axis in rats and
is a potent in vitro inhibitor of human recombinant thyroid peroxidase. “Endocrine
disrupting chemicals (EDCs), either plant constituentsomtaminants deriving from industrial
products, may interfere with the thyroid hormone (Tk$.aHere, we examined whether
selected EDCs inhibit the key reactions of TH biolsgsis catalyzed by thyroid peroxidase
(TPO... BP2 is contained in numerous cosmetics of dailjandamay be in regular contact with
human skin. ... In BP2-treated rats (333 and 1000 mg/kg body weightjinsotal T(4) was
significantly decreased and serum thyrotropin was signifig increased. TPO activities in the
thyroids of treated animals were unchanged, a findingdssoribed for methimazole and
propylthiouracil. Thus, EDCs, most potently BP2, may disiii homeostasis by inhibiting or
inactivating TPO, effects that are even more pronadincéhe absence of iodide. This new
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challenge for endocrine regulation must be considerdekindntext of a still prevailing iodide
deficiency in many parts of the worl&®”

Multi-organic endocrine disrupting activity of the UV screenbenzophenone 2 (BP2) in
ovariectomized adult rats after 5 days treatment:The chemical industry has developed sun
protection factor products, which contain a varietg@falled "UV screens”, among others,
benzophenones (BP). Based on the structure it carsbmed, that the variant BP2 may be a
potent estrogenic endocrine disrupter (ED). Only verigduindata are available in the literature
... However, determination of ED activity in the utersi®nly a restricted approach with the
potential risk of missing undesirable actions. .... A dogeddent E2-agonistic activity was
observed in the uterus (increased weight), vagina (iseteb5F1 expression), pituitary (reduced
LH synthesis), liver (increased IGF1 expression) gnd parameters (reduction). A non-E2-like
action of BP2 was observed on T4- and T3-levels, whetewignificantly reduced. Except for
the action of BP2 on thyroid hormone levels whereay inhibit thyroid peroxidase, this UV
screen exerts clear E2-agonistic actions. Applicatfd3R® for 5 days proved to be a sufficient
treatment period to unravel a multi-organic endocrinauptstg activity of this UV screerf®

A dose-response study on the estrogenic activity of benzophere? on various endpoints in
the serum, pituitary and uterus of female rats. “The tetrahydroxylated biphenyl-ketone
2,2',4,4'-tetrahydroxybenzophenone (BP2), one of twelnedmhenone-derived UV-filters, is
used in cosmetic products .... Recently published studies shbateBP2 exerts estrogenic
activity; thus, it is an endocrine active chemical. heTuterotrophic assay, proposed by the
OECD, was modified to have a broader view on endoactigity outside the urogenital tract to
prevent that undesirable actions in other organs regutgtestrogens are missed. ... If BP2 is
transcutaneously absorbed in the human, the obtaineshtiid values would suggest refraining
from the further use of BP2 as UV-filter in cosmetioglucts although additional toxicological
studies should be conducted to clarify possible adverseeff8

Thyroid-hormone-disrupting chemicals: evidence for dose-deplent additivity or
synergism.“Endocrine disruption from environmental contamindrgs been linked to a broad
spectrum of adverse outcomes. One concern about enddstinpting xenobiotics is the
potential for additive or synergistic (i.e., greaterrtaaditive) effects of mixtures. A short-term
dosing model to examine the effects of environmenbelumnes on thyroid homeostasis has been
developed. .... A mixture was custom synthesized with tti@ ohchemicals based on
environmental concentrations. ... Six serial dilugiohthe mixture were tested in the same 4-day
assay. Doses of individual chemicals that were adsacigith a 30% TH decrease from control
(ED30... The ultraviolet filter benzophenone 2 interferés the thyroid hormone axis in rats
and is a potent in vitro inhibitor of human recombirizuyroid peroxidase.

... most potently BP2, may disturb TH homeostasis by tmimpor inactivating TPO, effects

that are even more pronounced in the absence of iohieenew challenge for endocrine
regulation must be considered in the context of gpsélailing iodide deficiency in many parts
of the world.”*

CONCLUSION:
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The NTEF requests that the Commissioner of the FBskatse his authority predicated on this
petitioners request and publish for comment:

Chapter | Subchapter G (Title 21 CFR- Food and Drug -SubpdrA 740.1(b))
Sec. 740.1
“(b) The Commissioner of Food and Drugs, either on his own initiative loalbe
of any interested person who has submitted a petition, may publish a proposal to
establish or amend, under subpart B of this part, a regulation prescribing a
warning for a cosmetic. Any such petition shall include an adequate factusl basi
to support the petition, shall be in the form set forth in part 10 ottiapter, and
will be published for comment if it contains reasonable grounds for the proposed
regulation”

Chapter IX Subchapter V (Title 21 U.S.C. FDCA SubchapteV Part E. Sec.

360.bbb-2 (a)(b)(c))

Sec. 360bbb-2

“(a) Request A person who submits an application or submission (including a

petition, notification, and any other similar form of request) under thepter for

a product, may submit a request to the Secretary respecting theictdssif of

the product as a drug, biological product, device, or a combination product

subject to section 353(g) of this title or respecting the component Bbtdteand

Drug Administration that will regulate the product. In submitting the retjube

person shall recommend a classification for the product, or a component to

regulate the product, as appropriate.

(b) Statement Not later than 60 days after the receipt of the redgemsibed in

subsection (a) of this section, the Secretary shall determineassfadation of

the product under subsection (a) of this section, or the component of the Food and

Drug Administration that will regulate the product, and shall provide to the

person a written statement that identifies such classification orcmponent,

and the reasons for such determination. The Secretary may not modify such

statement except with the written consent of the person, or for faalith

reasons based on scientific evidence.

(c) Inaction of Secretary If the Secretary does not provide the satewthin the

60-day period described in subsection (b) of this section, the recommendation

made by the person under subsection (a) of this section shall be constdbead t

a final determination by the Secretary of such classification of the praaiuitte

component of the Food and Drug Administration that will regulate the product, as

applicable, and may not be modified by the Secretary except with ttenwrit

consent of the person, or for public health reasons based on scientifina/ide

The seventh amendment of the European Union Cosmsétikes] “Cosmetic products must be
labeled for 26 individual named fragrances, when in corations of >10 parts per million

(ppm) in leave on products.

The disclosure of linalool, limonene, citronellol, geiol, butylphenyl methylpropional,

coumarin, citral clearly shows that these levelsiraexcess of 10 ppm and comprise 57% of the
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disclosed chemicals. Angel Men is primarily a producroéllergenistic nature necessitating
labeling as such.

“Angel Men” needs to be declared misbranded as it doesamoply with any of the labeling
requirements, its importation into the country becadiskeonon-compliance regarding labeling
and the incorporation of a drug’s precursor into itsHetsproducts warrants the immediate
reclassification of this product.

Fragrances are volatile organic compounds which arly dafiursed into the ambient air
readily inhaled affecting the lungs and thru dermal cordbtite molecules from casual contact.
The lingering effects have been demonstrated withndhestry’s mannequins confirming the
long lasting effects of certain fragrance ingredieraa@with the physiological interpretations
for concentrations which are unknown. The Researstituite for Fragrance Materials, Exhibit
10, clearly stated that they needed to design studies tesatdmepotential effects of inhaled
fragrance materials.

There have been no provided studies by Clarins forahmal and subpopulation regarding their
effects from their finished product, “Angel Men”.

Most men will use more than one fragranced product durgigniorning routine and the muilti-
application of “Angel Men” containing products will incesathe absorption of the Coumarin by
the consumer. Women on occasion will wear a mevisgne and the effects upon the unborn
fetus are a probability associated with this product.

Chapter IX Subchapter Il (21°U.S.C. Subchapter Il Sectior321(g)(1)(B)(C))
Sec. 321
“(g)(1) The term “drug" means
(B) articles intended for use in the
diagnosis, cure, mitigation, treatment, or prevention of disease in mather
animals; and
(C) articles (other than food) intended to affect the structure or amgtibn of
the body of man or other animals”

Both ethanol and geraniol are skin permeators. “Angel’Ndean ethanol based product into
which Coumarin and Benzophenone-2 is dissolved and stuadiescbhnfirmed its ability to be
absorbed and introduced into the vascular system. Pebplang on anti-coagulants could have
their blood levels becoming influenced by the applicatibthis product. Coumarin is a known
precursor to the drug Warafin.

The ability of Benzophenone-2 to affect the thyroid #me systemic regulation of the thyroid’'s
hormones clearly places the system in a precaricuetisit with the direct introduction into the
vascular system this hormone disruptive chemical.

Predicated on this accessibility into the vasculaesythere exists an inherent risk of an
imminent health hazard under:
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Chapter | Subchapter A (Title 21 CFR —Food and Drug —Subpart ASection 2.5
(@)(1)(2))

Sec. 2.5
“(a) Within the meaning of the Federal Food, Drug, and Cosmetic Act an
imminent hazard to the public health is considered to exist when theewvide
sufficient to show that a product or practice, posing a significant threddmdger
to health, creates a public health situation (1) that should be corrected
immediately to prevent injury and (2) that should not be permitted to continue
while a hearing or other formal proceeding is being held. The imminent hazard
may be declared at any point in the chain of events which may ultimesely in
harm to the public health. The occurrence of the final anticipated injurgtis
essential to establish that an imminent hazard of such occurrence’exists

A preponderance of the ingredients in “Angel Men” are kmswin sensitizers, respiratory and
eye irritants in addition almost all of the ingredietatsicological properties have not been fully
evaluated. Their incorporation of known allergens whigte a synergistic effect have not been
fully studied.

The auto-oxidation of linalool and d-limonene are nuotential than the pure forms of these
chemicals.

The current research reveals phototoxic effectamost half of the chemicals evaluated. Given
the concern over the changes in our environmentpthyisalso be something that should be
taken into consideration when the FDA evaluates tfeysaf this fragrance and its labeling
requirements if allowed to return to the US marketplhedves.

The intentional omission referencing the allergenistoperties, failure to notify that some of
the ingredients have not been fully tested for saiety be construed as both active
concealment (concealment by words or acts of songethat one has a duty to reveal) or
fraudulent concealment (affirmative suppression or hidiridp, the intent to deceive or defraud,
of a material fact or circumstance that is legallydmbto reveal). This could also be in
conjunction with affirmative misconduct (an affirmatiact of misrepresentation of a material
fact).

Petitioner respectfully requests that the Eau du Tolleegel Men” be declared misbranded
for the aforementioned violations along with resimgtthe importation for the overt omissions
of the required labeling as referenced above.

CERTIFICATION:

The undersigned certifies, that, to the best of themkedge and the belief of the undersigned,
this petition includes all information and views on evhthe petition relies, and that it includes
representative data and information known to the peét®which are unfavorable to the
petition.

We do not anticipate any significant environmental icbphat warrants discussion at this time.
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Respectfully submitted by:

NATIONAL TOXIC ENCEPHALOPATHY FOUNDATION

Angel De Fazio, B.S.A.T. Jack D. Thrasher, PhD.
President Technical Consultant

Nina B. Immers, MBA (Former RN in CA and TX)
Medical Research Consultant

Enc: Exhibits
Cc: Representative Shelley Berkley (D-NV)
Senator John Ensign (R-NV)

Senator Harry Reid (D-NV)
Representative Jon Porter (R-NV)
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