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Annual Review of Cosmetic Ingredient Safety

Assessments—2004/2005

The Cosmetic Ingredient Review (CIR) program Expert
Panel has assessed the safety of almost 1300 cosmetic ingredi-
ents since its inception in 1976. These safety assessments were
published in the Journal of Environmental Pathology and Tox-
icology in 1980, the Journal of the American College of Toxi-
cology, from 1982 to 1996, and since then in the International
Journal of Toxicology.

Because information relevant to the safety of ingredients may
have become available since early safety assessments were pub-
lished, the CIR Expert Panel has initiated a re-review process.
If new information is thought to be available or if a long period
of time has passed, the CIR Expert Panel may initiate a search
for relevant new data.

In some cases, newly available data are largely redundant
with the data available in the original safety assessment. In other
cases, there are new safety data. If the CIR Expert Panel decides
to not reopen a safety assessment, this finding is summarized and
announced publicly. To assure that the scientific community is
aware of any new information and the decision to not reopen,
this Annual Review of Cosmetic Ingredient Safety Assessments
is prepared.

A reference list is provided that updates the available pub-
lished literature and includes any unpublished data made avail-
able since the original safety assessment. The re-review also
captures information on the industry’s current practices of in-
gredient use, updating the data available in the earlier report.
Although this material provides the opinion of the CIR Expert
Panel regarding the new data described, it does not constitute a
full safety review.

The ingredients the CIR Expert Panel reconsidered in
2004/2005, and decided not to reopen are:

Benzethonium Chloride and Methylbenzethonium Chloride

2-Bromo-2-Nitropropane-1,3-Diol

Butylated Hydroxyanisole (BHA)

Butylene Glycol, Hexylene Glycol, Ethoxydiglycol, and
Dipropylene Glycol

Cetearyl Octanoate (Ceteraryl Ethylhexanoate)

Cholesterol
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Chloroxylenol

Diisopropanolamine, Isopropanolamine, Triisopropanolamine,
and Mixed Isopropanolamines

Dioctyl Adipate and Diisopropyl Adipate

Formaldehyde

Hydrolyzed Collagen

p-Hydroxyanisole

Isostearyl Neopentanoate

2-Nitro- p-Phenylenediamine and 4-Nitro-o-Phenylenediamine

Oleic Acid, Lauric Acid, Palmitic Acid, Myristic Acid, Stearic
Acid

Panthenol and Pantothenic Acid

p-Phenylenediamine

Phenyl Trimethicone

Propylene Carbonate

Propyl Gallate

Polyvinylpyrrolidone/Vinyl Acetate Copolymer

Safflower Oil

Sodium Borate and Boric Acid

Sodium Dehydroacetate and Dehydroacetic Acid

Sodium Lauryl Sulfoacetate

Sodium Sesquicarbonate, Sodium Bicarbonate, and Sodium
Carbonate

Stearyl Alcohol, Oleyl Alcohol, and Octyl Dodecanol

Toluene

Toluenesulfonamide/Formaldehyde Resin

Tragacanth Gum

Vinyl Acetate/Crotonic Acid Copolymer

Zinc Phenolsulfonate

BENZETHONIUM CHLORIDE AND
METHYLBENZETHONIUM CHLORIDE

A safety assessment of Benzethonium Chloride and Methyl-
benzethonium Chloride was published in 1985 with the conclu-
sion that these ingredients are safe at concentrations of 0.5% in
cosmetics applied to the skin, and up to 0.02% for cosmetics
used in the eye area (Elder 1985). New studies, along with the
updated information below regarding types and concentrations
of use, were considered by the CIR Expert Panel. The Panel
determined to not reopen this safety assessment.

Benzethonium Chloride is a quaternary ammonium salt
used as an antimicrobial agent, cosmetic biocide, deodorant
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TABLE 1
Historical and current cosmetic product uses and concentrations for Benzethonium Chloride and historical uses of
Methylbenzethonium Chloride

1981 uses 2002 uses 1981 concentrations 2003 concentrations

Product category (Elder 1985) (FDA 2002) (Elder 1985) % (CTFA 2003) %

Benzethonium Chloride
Baby care* 1 — >0.1-1 —
Bath* 1 — <0.1 —
Eye makeup
Eyeliners 2 — >0.1-1 —
Fragrances
Colognes and toilet waters 6 — >0.1-1 —
Perfumes 3 — >0.1-1 —
Powders 1 — >0.1-1 —
Noncoloring hair care
Conditioners 2 — >0.1-1 —
Sprays/aerosol fixatives 1 — <0.1 —
Rinses 3 — <0.1 —
Shampoos 1 — >0.1-1 —
Tonics, dressings, etc. 1 2 <0.1 —
Wave sets 1 — <0.1 —
Other noncoloring hair care 2 3 <0.1 —
Makeup
Other makeup — — — 0.03
Personal hygiene
Underarm deodorants 11 6 <0.1 0.05
Douches 7 1 >0.1-5 —
Feminine deodorants 3 1 <0.1 —
Other personal hygiene 7 5 <1 0.1-0.3
Shaving
Aftershave lotions 2 3 <0.1 —
Mens talcum 2 — <1 0.1
Preshave lotions 1 — >0.1-1 —
Other — 1 — —
Skin care
Cleansing creams, lotions, etc. 5 2 <1 0.2%
Face and neck skin care Jex 1 <1 —
Body and hand skin care 5 —
Foot powders and sprays — 2 — 0.1
Moisturizers 2 1 <0.1 <0.1
Paste masks/mud packs 2 <0.1 —
Skin fresheners 13 — <1 —
Other skin care 3 4 <0.1 —
Suntan products
Suntan gels, creams, liquids and sprays 2 2 <0.1 —
Indoor tanning preparations 1 — <0.1 —
Total uses/ranges for Benzethonium Chloride 93 39 <5 0.03-0.3

Methylbenzethonium Chloride
Baby Care
Lotions, oils, powders, and creams 2 — <1 —
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TABLE 1
Historical and current cosmetic product uses and concentrations for Benzethonium Chloride and historical uses of
Methylbenzethonium Chloride (Continued)

1981 uses 2002 uses 1981 concentrations 2003 concentrations
Product category (Elder 1985) (FDA 2002) (Elder 1985) % (CTFA 2003) %
Fragrances
Colognes and toilet waters 1 — <0.1 —
Noncoloring hair care
Conditioners 1 — <0.1 —
Sprays/aerosol fixatives 6 — <0.1 —
Personal hygiene
Underarm deodorants 5 — <1 —
Douches 1 — >0.1-1 —
Feminine deodorants 2 — <0.1 —
Other personal hygiene 1 — <0.1 —
Shaving
Aftershave lotions 4 — <1 —
Other shaving 1 — <0.1 —
Skin care
Cleansing creams, lotions, etc. 1 — <0.1 —
Face and neck creams, lotions, powder and sprays 1 — <0.1 —
Moisturizers 1 — <0.1 —
Skin fresheners 3 — <0.1 —
Suntan
Suntan gels, creams, liquids and sprays 2 — <0.1 —
Other suntan 1 — <0.1 —
Total uses/ranges for Methylbenzethonium Chloride 33 — <1.0 —

*No details were provided describing specific product categories.
**These categories were combined and have since been separated.

agent, or surfactant—suspending agent in cosmetics. In volun-
tary reports provided by industry to the Food and Drug Ad-
ministration (FDA) in 1981, Benzethonium Chloride was used
in 93 cosmetic products, with a maximum concentration up to
5% (Elder 1985). In 2002, information provided by industry
to FDA indicated that Benzethonium Chloride was used in 39
cosmetic products (FDA 2002). A survey conducted by the Cos-
metic, Toiletry, and Fragrance Association (CTFA) found that
the maximum use concentration for Benzethonium Chloride was
5% in douches (CTFA 2003). The current and historical data on
use as a function of product category are given in Table 1. The
most recent information now constitutes the present use of this
ingredient.

Newly available unpublished toxicology data were consid-
ered supportive of the original conclusion. The CIR Expert Panel
did consider an analysis by Blumenthal et al. (1995), in which a
margin of safety was calculated for Benzethonium Chloride as
an antibacterial agent in consumer handsoaps as follows:

¢ Soap usage of 15 g/day (90th percentile of human use
=10x 15g).
e Maximum use concentration of 5%

¢ 1% of soap remaining on human skin after washing

e human dermal absorption of Benzethonium Chloride
from hand soap formulations = 50%

e Average body weight 40 kg

e No observable effect level (NOEL) of 12.5 mg/kg
day~! for systemic toxicity from an NTP 13-week der-
mal study

Exposure calculation:

1.5 g/day x 5% x 1% x 50% = 3.75 mg/day
3.75 mg/day/40 kg = 0.09375 mg/kgday ™' maximum

possible exposure

The NOEL value divided by the maximum possible exposure
yielded a margin of safety of 113 for Benzethonium Chloride.

Methylbenzethonium Chloride is also a quaternary ammo-
nium salt with functions in cosmetics that include antimicrobial
agent, antistatic agent, cosmetic biocide, and deodorant agent.
In the earlier safety assessment, Methylbenzethonium Chloride
was used in 33 cosmetic products, at a maximum concentra-
tion up to 1% in baby lotions, oils, powders, and creams, and
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in underarm deodorants, douches, and aftershave lotions (Elder
1985). Industry reported no uses to the FDA in 2002 (FDA 2002)
and CTFA found no uses in its survey (CTFA 2003).

The historical data on use of Methylbenzethonium Chloride
as a function of product category are given in Table 1. Were
this ingredient to be used in the future, the CIR Expert Panel
expects that it would be used at concentrations and in product
types similar to those in the original safety assessment.
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2-BROMO-2-NITROPROPANE-1,3-DIOL (BRONOPOL)

A safety assessment of 2-Bromo-2-Nitropropane-1,3-Diol
was published in 1980 with the conclusion that this preserva-
tive is safe as a cosmetic ingredient at concentrations up to and
including 0.1% except under circumstances where its action with
amines or amides can result in the formation of nitrosamines or
nitrosamides (Elder 1980).

In 1984, a report addendum considered newly available data
that use concentrations were reported at levels up to 1%. In
addition, the action of 2-Bromo-2-Nitropropane-1,3-Diol as a
nitrosating agent was emphasized and data provided demon-
strating that it was present in formulations with amines such
as Triethanolamine. The CIR Expert Panel reaffirmed the con-
centration limitation at 0.1% and the need to avoid use where
nitrosamines or nitrosamides could be formed (Elder 1984).

Studies available since the addendum was completed, along
with the updated information regarding uses and use concen-
trations, were considered by the CIR Expert Panel. The Panel
determined to not reopen this safety assessment.

2-Bromo-2-Nitropropane-1,3-Diol was used in 323 products
in 1976 (Elder 1980), with the largest single use in makeup fix-
atives at concentrations of <0.1%. Frequency of use data pro-
vided by industry to FDA in 2002 indicated that 2-Bromo-2-
Nitropropane-1,3-Diol was used in only one noncoloring hair
preparation (FDA 2002). Use concentration data provided from
an industry survey in 2003 indicated use in several other product
categories (CTFA 2003). The current maximum use concentra-
tion was 0.1%. Complete information is included in Table 2.
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TABLE 2
Historical and current cosmetic product uses and concentrations for 2-Bromo-2-Nitropropane-1,3-Diol

1976 use 2002 use 1976 concentrations 2003 concentrations
Product category (Elder 1980) (FDA 2002) (Elder 1980) % (CTFA 2003) %
Bath
Bath oils, tablets, and salts 1 — <0.1 —
Bubble baths 4 — <0.1 —
Bath soaps and detergents 1 — <0.1 —
Other bath 5 — <0.1 —
Eye makeup
Eyebrow pencil 14 — <0.1 —
Eyeliner 11 — <0.1 —
Eye shadow 3 — <0.1 0.1
Eye makeup remover — — — 0.05
Mascara 6 — <0.1 —
Other eye makeup 2 — <0.1 —
Fragrances
Colognes and toilet waters — — — 0.03
Perfumes — — — 0.1
Other fragrances 2 — >0.1-1 —
Noncoloring hair care
Hair conditioners 22 — <0.1-1 —
Rinses 6 — <0.1-1 —
Shampoos 9 — <0.1 —
Hair tonics, dressings, etc. 3 — <0.1-1 —
‘Wave sets 1 — <0.1 —
Other noncoloring hair care 1 1 <0.1 —
Hair coloring
Hair dyes and colors 3 — >0.1-1 —
Shampoos 6 — <0.1 —
Makeup
Blushers 20 — <0.1 0.1
Foundations 6 — <0.1 —
Leg and body paints 2 — <0.1 —
Lipstick — — — 0.1
Makeup bases 3 — <0.1 —
Makeup fixatives 134 — <0.1 —
Other makeup 1 — <0.1 —
Personal hygiene
Underarm deodorants 2 — <0.1 —
Shaving
Aftershave lotion 1 — <0.1 0.03
Skin care
Cleansing creams, lotions, etc. 17 — <0.1 0.02
Depilatories
Face and neck skin care preparations 3+ — S01-1* —
Body and hand skin care preparations — ’ —
Moisturizers 9 — <0.1 —
Night skin care preparations 3 — <0.1 —
Paste masks/mud packs 8 — <0.1 —
Skin fresheners 3 — <0.1 0.01
Other skin care 6 — <0.1 0.009
Suntan preparations
Suntan gels, creams, and liquids 3 — <0.1-1 0.05
Indoor tanning preparations 1 — <0.1 —
Other suntan 1 — <0.1 —
Total uses/ranges for 323 1 <0.1-1 <0.1

2-Bromo-2-Nitropropane-1,3-Diol

*These categories were originally combined, but are now separate.
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BUTYLATED HYDROXYANISOLE (BHA)

A safety assessment of Butylated Hydroxyanisole was pub-
lished in 1984 with the conclusion that this ingredient is safe as
a cosmetic ingredient in the practices of use (Elder 1984). New
studies, along with updated information regarding types and con-
centrations of use, were considered by the CIR Expert Panel. The
Panel determined to not reopen this safety assessment.

The name of Butylated Hydroxyanisole as listed in the In-
ternational Cosmetic Ingredient Dictionary and Handbook has
been changed to BHA (Pepe et al. 2002).

BHA functions in cosmetics include antioxidant and fra-
grance ingredient. It was used in 3217 cosmetic products in
1981, with the largest use occurring in lipstick at concentrations
of <10% (Elder 1984). In 2002, BHA was used in 1224 cosmetic
products (FDA 2002), at a maximum use concentration of 0.2%
in colognes, toilet waters, and perfumes (CTFA 2003). Table 3
presents the available use information for BHA. The most recent
information now constitutes the present use of this ingredient.
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TABLE 3
Historical and current cosmetic product uses and concentrations for BHA
1981 uses 2002 uses 1981 concentrations 2003 concentrations
Product category (Elder 1984) (FDA 2002) (Elder 1984) % (CTFA 2003) %
Baby care
Lotions, oils, powders, and creams 1 1 >0.1-1 0.0001
Bath
Oils, tablets, and salts 20 4 <0.1 0.0004
Bubble baths 7 — <0.1 0.00001
Bath soaps and detergents 2 5 <0.1 0.000004
Other bath 10 3 <1 0.0001
Eye makeup
Eyebrow pencil 33 51 <1 0.0001
Eyeliner 75 399 <1 0.1
Eye shadow 410 38 <5 0.002
Eye lotion 2 2 <0.1 —
Eye makeup remover 11 6 <0.1 0.02
Mascara 65 18 <1 0.1
Other eye makeup 39 10 <1 0.001
Fragrances
Colognes and toilet waters 97 18 <1 0.2
Perfumes 62 6 <1 0.2
Powders 12 2 <0.1 0.0002
Sachets 21 — <0.1 —
Other fragrances 24 10 <1 0.004
Noncoloring hair care
Conditioners 8 5 <0.1 0.0002
Sprays 1 — — 0.0001
Shampoos 6 — <0.1 0.0005
Tonics, dressings, etc. 10 8 <1 0.02
Wave sets 1 — — —
Other noncoloring hair care — — — 0.05
Hair coloring
Other hair coloring 5 1 <0.1 —
Makeup
Blushers 176 26 <5 0.2
Face powders 98 11 <1 0.005
Makeup foundations 119 30 <0.1 0.05
Lipstick 1256 279 <25 0.2
Makeup bases 64 4 <1 0.005
Rouges 48 1 <1 0.04
Makeup fixatives 10 — <0.1 —
Other makeup 106 23 <5 0.05
Nail care
Basecoats and undercoats 1 3 <0.1 —
Cuticle softeners 2 2 <0.1 0.001
Creams and lotions 4 1 <0.1 —
Polish and enamel — — — 0.06
Polish and enamel remover 1 — <0.1 —

Other nail care 2 4 <0.1 0.004
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TABLE 3
Historical and current cosmetic product uses and concentrations for BHA (Continued)

1981 uses 2002 uses 1981 concentrations 2003 concentrations
Product category (Elder 1984) (FDA 2002) (Elder 1984) % (CTFA 2003) %
Oral hygiene
Dentifrices — — — 0.01
Personal hygiene
Underarm deodorants 1 1 <0.1 0.002
Other personal hygiene 2 4 <1 0.002
Shaving
Aftershave lotions 11 2 <1 0.006
Preshave lotions 3 — — —
Shaving cream 8 10 <0.1 0.0003
Shaving soap 1 — >0.1-1 —
Other shaving 3 — <1 0.0003
Skin care
Cleansing creams, lotions, etc. 51 23 <1 0.05
Face and neck skin care 77+ 15 <1 0.1
Body and hand skin care 72 - 0.1
Hormone skin care** 1 o — o
Foot powders and sprays — 1 — 0.004
Moisturizers 111 51 <1 0.06
Night skin care 30 26 <1 0.04
Paste masks/mud packs 6 3 <1 0.004
Skin lighteners** 11 ok <0.1 ok
Skin fresheners 2 <0.1 —
Wrinkle smoothers** 6 o <0.1 o
Other skin care 42 30 <1 0.03
Suntan
Suntan gels, creams, and liquids 27 7 <1 0.1
Indoor tanning 2 1 <0.1 —
Other suntan 9 5 <0.1 —
Total uses/ranges for BHA 3217 1224 <0.1-25 0.000004-0.2

*These categories were combined, but now are listed separately.

**No longer listed as product categories.
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BUTYLENE GLYCOL, HEXYLENE GLYCOL,
ETHOXYDIGLYCOL, AND DIPROPYLENE GLYCOL

A safety assessment was published in 1985 with the conclu-
sion that these ingredients are safe as presently used in cosmetics
(Elder 1985). New studies, along with updated information re-
garding types and concentrations of use, were considered by
the CIR Expert Panel. The Panel determined to not reopen this
safety assessment.

Butylene Glycol was reported to be used in 165 cosmetic
preparations in 1981, with the greatest use occurring in mas-
cara, and at concentrations that ranged from less than 0.14%
to greater than 50% (Elder 1985). In 2002, industry reports to
FDA indicated that Butylene Glycol was used in 813 prepara-
tions (FDA 2002). An industry survey of use concentrations in
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TABLE 4
Historical and current cosmetic product uses and concentrations for Butylene Glycol, Hexylene Glycol, Ethoxydiglycol,
and Dipropylene Glycol
1981 uses 2002 uses 1981 concentrations 2003 concentrations
Product category (Elder 1985) (FDA 2002) (Elder 1985) % (CTFA 2003) %
Butylene Glycol
Baby care
Lotions, oils, powders, and creams — 2 — 13
Other baby care — — — 34
Bath
Oils, tablets, and salts 1 3 5-10 0.08
Soaps and detergents 1 10 5-10 0.02-1
Other bath 4 20 5—>50 1
Eye makeup
Eyebrow pencils — 1 — 0.007
Eyeliners 3 12 1-5 3-12
Eye shadow 13 3 5-25 2
Eye lotions — 5 — 3-8
Eye makeup remover 4 16 1-5 5
Mascara 34 14 1-10 0.00007-3
Other eye makeup 1 19 1-5 7
Fragrances
Colognes and toilet waters 3 5 0.1-25 4
Perfumes 2 4 1-5 —
Powders — 4 — —
Other fragrances 1 18 5-10 2
Noncoloring hair care
Conditioners 5 10 <1-10 <1-3
Sprays/aerosol fixatives — — — 3
Permanent waves — 2 — 1
Shampoos 1 9 <0.1 14
Tonics, dressings, etc. 1 1-5 0.02-5
Other noncoloring hair care — — <1-6
Makeup
Blushers 7 — 1-25 —
Face powders 1 2 1-5 2
Foundations 19 66 5-25 6-9
Lipsticks — 4 — 0.2-3
Makeup bases 1 12 5-10 6
Rouges 2 — 5—>50 —
Makeup fixatives — 3 — 6
Other makeup 2 15 5-25 34
Nail care
Cuticle softeners 1 3 5-10 —
Creams and lotions — 2 — —
Nail polishes and enamels — 5 — —
Other nail care — 2 — —
Oral hygiene
Other oral hygiene — — — 0.01
Personal hygiene
Underarm deodorants 1 14 10-25 20-30
Other personal hygiene 1 1 1-5 —

(Continued on next page)
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TABLE 4

Historical and current cosmetic product uses and concentrations for Butylene Glycol, Hexylene Glycol, Ethoxydiglycol,
and Dipropylene Glycol (Continued)

1981 uses 2002 uses 1981 concentrations 2003 concentrations
Product category (Elder 1985) (FDA 2002) (Elder 1985) % (CTFA 2003) %
Shaving
Aftershave lotions 4 8 0.1-5 0.05-7
Shaving cream — 5 — 1
Other shaving — 5 — —
Skin care
Cleansing creams, lotions, etc. 13 66 <0.1-10 0.05-20
Depilatories — — — 4
Face and neck skin care " 30 " 3-7
Body and hand skin care 8 43 =0.1->30 0.01-14
Foot powders and sprays — 4 —
Moisturizers 13 171 <0.1->50 0.02-13
Night skin care 1 23 <0.1 3-8
Paste masks/mud packs 3 27 0.1-10 3-12
Skin fresheners 6 16 <0.1-5 2-6
Other skin care 7 78 <0.1-10 4-89
Suntan products
Suntan gels, creams, liquids, and sprays 1 7 1-5 2-5
Indoor tanning — 18 — 0.5-20
Other suntan — 3 — 5
Total uses/ranges for Butylene Glycol 165 813 <0.1->50 0.00007-89

Hexylene Glycol

Baby care
Other baby care — — — 1
Bath
QOils, tablets, and salts 4 1 5-25 —
Soaps and detergents 3 3 1-5 —
Bubble baths 3 2 0.1-5 —
Other bath — 2 — —
Eye makeup
Eye lotions — 2 — 2
Eye makeup remover 1 20 0.1-1 2
Mascara — 1 — 0.1
Other eye makeup — 3 — 0.8
Fragrances
Colognes and toilet waters — — — 0.03
Other — 1 — —
Noncoloring hair care
Conditioners 7 3 0.1-10 4
Permanent waves 1 2 10-25 —
Rinses 1 — 10-25 —
Shampoos 29 12 <0.1-10 —
Tonics, dressings, etc. — 2 — 4
Wave sets — 1 —
Other noncoloring hair care — 2 — —
Hair coloring
Dyes and colors 20 179 1-25 —
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TABLE 4

13

Historical and current cosmetic product uses and concentrations for Butylene Glycol, Hexylene Glycol, Ethoxydiglycol,
and Dipropylene Glycol (Continued)

1981 uses 2002 uses 1981 concentrations 2003 concentrations
Product category (Elder 1985) (FDA 2002) (Elder 1985) % (CTFA 2003) %
Rinses — 2 — —
Bleaches 1 1 1-5 —
Makeup
Foundations — 4 — 0.3
Lipsticks 0.003
Makeup bases — 1 —
Makeup fixatives — — — 1
Nail care
Nail polish and enamel removers — 1 — —
Personal hygiene
Underarm deodorants 2 — 0.1-1 0.002
Other personal hygiene — 1 — 0.0009
Shaving
Aftershave lotions — — — 0.1-2
Shaving cream — 1 — —
Other shaving — — 2
Skin care
Cleansing creams, lotions, etc. 4 22 0.1-5 0.005-6
Face and neck skin care 1% 5 |5 0.001-4
Body and hand skin care 1 0.0009-1
Moisturizers 3 7 0.1-5 1
Night skin care — 2 — 14
Paste masks/mud packs 1 6 5-10 0.3
Skin fresheners 3 2 0.1-5 —
Other skin care 1 6 1-5 3
Suntan
Suntan gels, creams, liquids, and sprays — 6 — 0.01
Other suntan — 2 — —
Total uses/ranges for Hexylene Glycol 85 306 <0.1-25 0.0009-6

Ethoxydiglycol

Baby care
Shampoos — — — <1
Lotions, oils, powders, and creams — — — <0.5
Bath
Oils, tablets, and salts — 3 — —
Soaps and detergents — — — 0.6
Bubble baths — 2 — 0.006
Eye makeup
Eye lotions — — — 0.0001-2
Eye makeup remover — 1 — —
Mascara 1 7 0.1-1 —
Other eye makeup — 1 — —
Fragrances
Colognes and toilet waters 3 — 0.1-10 1
Perfumes — — — 1
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TABLE 4

Historical and current cosmetic product uses and concentrations for Butylene Glycol, Hexylene Glycol, Ethoxydiglycol,
and Dipropylene Glycol (Continued)

1981 uses 2002 uses 1981 concentrations 2003 concentrations
Product category (Elder 1985) (FDA 2002) (Elder 1985) % (CTFA 2003) %
Other fragrances — 2 — —
Noncoloring hair care
Conditioners 4 11 0.1-5 0.04
Sprays/aerosol fixatives — 4 — 0.00008
Rinses — 1 — —
Shampoos 1 15 0.1-1 0.02-1
Tonics, dressings, etc. — 4 — 0.03
Wave sets 1 1 1-5 —
Other noncoloring hair care — 4 — 0.4
Hair coloring
Dyes and colors 14 495 1-10 —
Tints 13 — 1-5 —
Bleaches 5 6 1-5 —
Other hair coloring 1 2 1-5 —
Makeup
Blushers — — — 0.0006
Face powders — — — 0.0008
Foundations — 1 — 0.005
Lipsticks — — — 0.00004
Makeup bases — — — 0.008
Rouges — — — 0.05
Other — — — 0.04
Nail care
Basecoats and undercoats — 1 — —
Nail polish and enamel removers 1 — 5-10 —
Other nail care — — — 42
Personal hygiene
Underarm deodorants — — — 0.2
Douches — — — 0.1
Other personal hygiene — — — 0.3
Shaving
Aftershave lotions 2 2 0.1-1 0.6
Preshave lotions — — — 0.0005
Shaving cream — 2 — 5
Other shaving — 2 — —
Skin care
Cleansing creams, lotions, etc. 14 10 <0.1-> 50 0.02-80
Depilatories — — 2
Face and neck sk1r‘1 care 3 5 <0.1-1* 0.2-15
Body and hand skin care 6 0.1-0.5
Moisturizers 3 3 1-10 0.04-3
Night skin care 2 — <0.1-5 0.09-10
Paste masks/mud packs 3 2 0.1-25 0.002-8
Skin fresheners 3 — 1-5 5-8
Other skin care 5 14 0.1-10 0.05-53
Skin lighteners™* 1 —* —
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TABLE 4
Historical and current cosmetic product uses and concentrations for Butylene Glycol, Hexylene Glycol, Ethoxydiglycol,
and Dipropylene Glycol (Continued)

1981 uses 2002 uses 1981 concentrations 2003 concentrations
Product category (Elder 1985) (FDA 2002) (Elder 1985) % (CTFA 2003) %
Suntan
Suntan gels, creams, liquids, and sprays — 5 — —
Indoor tanning — 10 — 1-5
Other suntan — — — 0.2-9
Total uses/ranges for Ethoxydiglycol 80 622 <0.1-> 50 0.00004-80

Dipropylene Glycol

Baby care
Lotions, oils, powders, and creams — 1 — —
Bath
Oils, tablets, and salts 1 3 >50 —
Soaps and detergents — 4 — 0.8
Bubble baths — 1 — 0.03
Eye makeup
Eye lotions — 2 — 0.1-4
Eye makeup remover — 1 — —
Mascara — 7 — —
Fragrances
Colognes and toilet waters 2 — 5-10 7-9
Perfumes 12 4 0.1->50 0.01-20
Powders — 5 — —
Sachets 1 — >50 —
Other fragrances 1 5 >50 4
Noncoloring hair care
Conditioners — 8 — 0.2
Sprays/aerosol fixatives 1 — <0.1 0.6
Rinses — — — 0.004
Shampoos 1 6 5-10 04
Tonics, dressings, etc. 1 3 10-25 0.4
Wave sets 4 4 5-10 —
Hair coloring
Dyes and colors — 10 — —
Other hair coloring — 2 — —
Makeup
Blushers — 1 — 0.08
Foundations — — 0.2
Lipsticks 4 15 <0.1-10 0.03
Makeup bases 1 4 1-5 0.05
Rouges — — — 0.08
Other makeup — 2 — 0.2-7
Nail care
Nail polish and enamel removers — — — 0.004
Personal hygiene
Underarm deodorants 4 25 1-5 8-50
Other personal hygiene — 13 — 1

(Continued on next page)



16 SAFETY ASSESSMENTS—2004/2005

TABLE 4
Historical and current cosmetic product uses and concentrations for Butylene Glycol, Hexylene Glycol, Ethoxydiglycol,
and Dipropylene Glycol (Continued)

1981 uses 2002 uses 1981 concentrations 2003 concentrations
Product category (Elder 1985) (FDA 2002) (Elder 1985) % (CTFA 2003) %
Shaving
Aftershave lotions 2 2 0.1-5 3-5
Preshave lotions — — — 0.6
Shaving cream — — — 0.07
Skin care
Cleansing creams, lotions, etc. 4 38 <0.1 0.01-12
Face and neck skin care 3 24 1—5* 2
Body and hand skin care 19 0.1-9
Foot powders and sprays 1 — 0.1-1 —
Moisturizers 4 39 1-10 7
Night creams, lotions, powder, and sprays — 4 — 2-3
Paste masks/mud packs — 14 — 0.02-0.03
Skin fresheners 2 3 0.1-25 2
Other skin care 1 18 5-10 1-2
Suntan
Suntan gels, creams, liquids and sprays — 5 — —
Indoor tanning — 4 — 1
Other suntan — 3 — —
Total uses/ranges for Dipropylene Glycol 50 304 <0.1->50 0.004-50

*This category was combined when the original safety assessment was performed and is now two separate categories.

**No longer included as a cosmetic product category.

2003 found concentrations of use ranging from 0.00007% to
89% (CTFA 2003).

Hexylene Glycol was reported to be used in 85 preparations
in 1981, with the largest use in shampoos, and at concentra-
tions ranging from less than 0.1% to 25% (Elder 1985). In 2002,
Hexylene Glycol was reported to be used in 306 preparations,
with the greatest use in hair dyes and colors (FDA 2002). Con-
centrations of use in 2003 ranged from 0.0005% to 6% (CTFA
2003).

Ethoxydiglycol was reported to be used in 80 preparations in
1981, with the largest uses in hair dyes and colors as well as skin
cleansing creams, lotions, liquids, and pads. The concentration
of use ranged from less than 0.1% to greater than 50% (Elder
1985). In 2002, Ethoxydiglycol was used in 622 preparations
(FDA 2002) and at concentrations ranging from 0.0004% to
80% (CTFA 2003).

Dipropylene Glycol was reported to be used in 50 prepara-
tions in 1981, with the largest single use occurring in perfumes,
and at concentrations ranging from less than 0.1% to greater than
50% (Elder 1985). In 2002, Dipropylene Glycol was reported
to be used in 304 preparations (FDA 2002) at concentrations
ranging from 0.004% to 50% (CTFA 2003).

Table 4 presents the available use and concentration informa-
tion. The most recent information now constitutes the present
practices of use.
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CETEARYL OCTANOATE (CETEARYL
ETHYLHEXANOATE)

A safety assessment of Cetearyl Octanoate was published in
1982 with the conclusion that this ingredient is safe as a cos-
metic ingredient in the present practices of use (Elder 1982).
Studies available since that safety assessment was completed
have been considered by the CIR Expert Panel, along with up-
dated information regarding uses and use concentrations. The
Panel determined to not reopen this safety assessment.

The terminology for this ingredient in the International
Cosmetic Ingredient Dictionary and Handbook has changed—
Ceteraryl Ethylhexanoate is the current terminology (Pepe et al.
2002).

Significant among the new data were data on 2-ethylhexanoic
acid (2-EHA), which has been shown to be a liver and develop-
mental toxicant in animal studies at high dose levels. 2-EHA is
a possible metabolite of Cetearyl Ethylhexanoate.

In developmental toxicity studies, it has been postulated that
2-EHA maternal liver toxicity begins a cascade of effects that
includes metallothionein (MT) induction, zinc accumulation in
the liver due to MT binding, and a resulting zinc deficiency in
the developing embryo. In this model, it is the zinc deficiency in
the developing embryo that causes developmental toxicity. Sup-
port for this mechanism of action come from several sources.
Animal studies have demonstrated that dietary zinc supplemen-
tation reduces this toxic effect and that further zinc deficiency
makes 2-EHA more toxic. In vitro studies using embryo cultures
have demonstrated that either zinc-deficient or 2-EHA—treated
sera produced developmental toxicity. Zinc supplementation of
either/both sera eliminated the effect.

To further examine this question, di-2-ethylhexyl terephtha-
late (DEHT), a 2-EHA precursor, was chosen as a model that
would result in 2-EHA exposures without liver toxicity, MT
induction, etc. DEHT is metabolized in the gut and liver to 2-
ethylhexanol (2-EH) and terephthalate. Two moles of 2-EH are
produced per mole of DEHT. Subsequent hydrolysis of 2-EH
produces 2-EHA. It can be hypothesized that this pathway to
2-EHA production from a precursor would not give rise to acute

liver toxicity, MT induction, zinc sequestration, and develop-
mental toxicity.

In a reproductive and developmental toxicity study, 0%,
0.3%, 0.6%, and 1% DEHT was provided in the feed of rats.
The doses were calculated to be 614 to 823 mg/kg day~! for
males and 783 to 1021 mg/kg day~! for females. Neither re-
productive toxicity or developmental toxicity were seen at any
dose level. These findings suggest that the process of metabolic
conversion of DEHT to 2-EH, and subsequent hydrolysis to 2-
EHA results in a time course of 2-EHA appearance that allows
clearance before sufficient levels can arise to produce acute liver
toxicity.

Although this study was undertaken to understand 2-EHA
developmental toxicity, the Panel considered that it is rele-
vant to the assessment of Cetearyl Ethylhexanoate. Like DEHT,
Cetearyl Ethylhexanoate must undergo conversion in order to
produce 2-EHA. In addition, Cetearyl Ethylhexanoate, as used in
cosmetics, would have to pass through the stratum corneum and
the epidermis before entering the blood stream, further moder-
ating the time course of 2-EHA appearing in the liver. The Panel
recognized that Cetearyl Ethylhexanoate is used in lipsticks and
that ingestion is possible from that use. It was the view of the CIR
Expert Panel that these considerations would preclude any pos-
sibility that Cetearyl Ethylhexanoate in cosmetics could present
arisk of developmental toxicity.

Cetearyl Ethylhexanoate was used in 243 cosmetic products
in 1976 (Elder 1982). The highest concentrations were in eye
makeup, makeup, and skin care preparations. Currently there
are 229 reported uses of Cetearyl Ethylhexanoate reported to
FDA (FDA 2002), with the highest concentrations (up to 35%)
in makeup (CTFA 2002). Although current use concentrations
have increased compared to those reported in 1976, available
skin irritation data show no irritation at concentrations up to
30%.

Table 5 presents the available use and concentraton informa-
tion. The most recent information now constitutes the present
practices of use.
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TABLE 5
Historical and current cosmetic product uses and concentrations for Cetearyl Ethylhexanoate
1976 uses 2002 uses 1976 concentrations 2002 concentrations
Product category (Elder 1982)  (FDA 2002) (Elder 1982) % (CTFA 2002a) %
Baby care
Lotions, oils, powders, and creams — 1 — —
Bath
Qils, tablets, and salts 1 — Unknown —
Capsules — — — 9
Other bath 2 — 1-10 —
Eye makeup
Eyeliners 1 — 0.1-1 —
Eye shadows 22 4 0-25 26-28
Mascara 6 — 0.1-1 0.07
Other eye makeup 2 3 0.1-5 3-5
Fragrances
Powders — 2 — —
Other fragrances — 12 — —
Noncoloring hair care
Conditioners 5 — 0-5 —
Sprays (aerosol fixatives) 5 5 0-5 —
Straighteners 1 — 0.1-1 —
Rinses 1 — 0.1-1 —
Shampoos — — — 0.2
Tonics, dressings, etc. 1 32 0.1-1 0.1
Wave sets 1 — 1-5 —
Other noncoloring hair 3 2 0-5 —
Makeup
Blushers 19 3 1-25 3
Face powders 10 6 0.1-1 14
Foundations — 5 — 0.1-34
Lipstick — 4 — 0.1-8
Makeup bases 25 — 0.1-5 —
Rouges 2 — 5-25 —
Makeup fixatives 1 — 5-10 —
Other makeup 10 — 0.1-5 35
Nail care
Nail creams and lotions 1 — 10-25 —
Personal hygiene
Underarm deodorants — — — 3
Feminine deodorants 1 — 1-5 —
Shaving
Aftershave lotion — 2 — —
Mens talcum — 1 — —
Preshave lotions 1 — 1-5 —
Other shaving 1 — 1-5 —
Skin care
Cleansing creams, lotions, etc. 15 7 >0-10 13
Face and neck skin care 21 3
Body and hand skin care 35 38 >0-25% 3-10
Moisturizers 39 23 0.1-25 2-34
Night skin care 16 13 0.1-10 2-17
Paste masks/mud packs 3 8 0.1-5 —
Skin fresheners 1 2 0.1-1 —
Other skin care 4 21 1-25 6
Suntan
Suntan gels, creams, and liquids 7 9 0-5 0.5-9
Indoor tanning — 2 — 3
Other suntan 1 3 5-10 —
Total uses/ranges for Cetearyl Ethylhexanoate 243 229 0-25 0.07-35

*This category was combined when the original safety assessment was performed and is now two separate categories.
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CHOLESTEROL

A safety assessment of Cholesterol was published in 1986
with the conclusion that this ingredient is safe as presently used
in cosmetic products (Elder 1986). The CIR Expert Panel re-
viewed new studies available since that time, along with updated
information regarding types and concentrations of use, and de-
termined to not reopen this safety assessment.

According to the entry in the International Cosmetic In-
gredient Dictionary and Handbook, Cholesterol functions as
an emulsion stabilizer, miscellaneous skin-conditioning agent,
and nonaqueous viscocity-increasing agent in cosmetic products
(Gottschalck and McEwen 2004).

Frequency of use data provided by industry to FDA for 2002
show that cholesterol is used in 258 cosmetic products (FDA
2002), an increase compared to 145 uses reported in 1981 (Elder
1986). In 1981, Cholesterol use concentrations (again, as re-
ported by industry to FDA) ranged from <0.1% to 5% (Elder
1986). A survey by the Cosmetic, Toiletry, and Fragrance Asso-
ciation (CTFA) in 2004 found the range of use concentrations
to be 0.002% to 3%, with majority of products around 0.1%.

Historical and current cosmetic product uses and concen-
trations for Cholesterol are given in Table 6. The most recent
information now constitutes the present practices of use.
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CHLOROXYLENOL

A safety assessment of Chloroxylenol was published in 1985
with the conclusion that this ingredient was safe as a cosmetic
ingredient in the practices of use at that time (Elder 1985). New
studies, along with the updated information below regarding
types and concentrations of use, were considered by the CIR
Expert Panel. The Panel determined not to reopen this safety
assessment.

As given in the International Cosmetic Ingredient Dictionary
and Handbook, the functions of Chloroxylenol in cosmetic prod-
ucts are now described as a cosmetic biocide, deodorant agent,
and preservative (Gottschalck and McEwen 2006).
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TABLE 6
Historical and current cosmetic product uses and concentrations for Cholesterol

1981 uses 2002 uses 1981 concentrations 2004 concentrations
Product category (Elder 1984) (FDA 2002) (Elder 1984) % (CTFA 2004) %

Bath

Soaps and detergents — 2 — —
Eye makeup

Eyeliners 6 1 >0.1-1 —
Eye shadow 15 — <0.1-1 0.01
Eye lotions — 1 — 0.04-0.3
Eye makeup remover — — — 0.002
Mascara 16 2 >0.1-5 —
Other eye makeup 3 4 >0.1-5 —
Fragrances

Other fragrances 1 2 >0.1-1 —
Noncoloring hair care

Conditioners 7
Straighteners —
Rinses —
Shampoos 1
Tonics, dressings, etc. —
Other noncoloring hair care —
Hair coloring

Dyes and colors — 27 — —
Makeup

Face powders —
Foundations 7
Lipsticks —
Makeup bases 12
Rouges —
Makeup fixatives —
Other makeup 14
Nail care

Cuticle softeners —
Nail polish and enamel removers — 1 — —
Shaving

Aftershave lotions 1 3 >0.1-1 0.1
Shaving cream — — — 0.1
Other shaving 1 — >0.1-1 —
Skin care

Cleansing creams, lotions, etc. 5 11 <0.1-1 1
Face and neck skin care 22 0.3-2
Body and hand skin care 19
Foot powders and sprays — 3 — 0.5
Moisturizers 19 61 <0.1-5 0.005-1
Night skin care 15 24 <0.1-5 0.1-1
Wrinkle smoothers** —
Paste masks/mud packs — 4 — 0.5
Skin fresheners — 3

Other skin care 8 13 <0.1-5 —
Suntan

Suntan gels, creams, liquids, and sprays 1 1 >0.1-1 0.02-0.4
Indoor tanning — — — 0.005
Other suntan — 2 — —
Total uses/ranges for Cholesterol 145 258 <0.1-5 0.002-3

<0.1-1 0.3
— 0.003
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*This category was combined when the original safety assessment was performed and is now two separate categories.
**No longer listed as product categories.
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In 1984, Chloroxylenol was used as an antimicrobial com-
pound in 93 cosmetic products, with the maximum concentra-
tions at up to 5% in fragrance powders, noncoloring shampoos,
and other hair preparations (Elder 1985). In 2002, industry re-
ports of Chloroxylenol use to the FDA included 43 cosmetic
products (FDA 2002). Based on an industry survey, CTFA
(2002) reported that Chloroxylenol was used in cosmetic prod-
ucts at a maximum concentration of use of 0.5% in skin cleansing
products.

Table 7 summarizes these data. The most recent information
now constitutes the present practices of use.
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DIISOPROPANOLAMINE, ISOPROPANOLAMINE,
TRIISOPROPANOLAMINE, AND MIXED
ISOPROPANOLAMINES

A safety assessment of Diisopropanolamine, Triiso-
propanolamine, Isopropanolamine, and Mixed lsopropano-
lamines was published in 1987 with the conclusion that these
ingredients are safe as cosmetic ingredients in the present prac-
tices of use and concentration, if not used in products containing
N-nitrosating agents (Elder 1987). The CIR Expert Panel con-
sidered new studies, along with updated information regarding
types and concentrations of use. The Panel determined not to
reopen this safety assessment.

No uses of Mixed Isopropanolamines were reported in the
original safety assessment, in frequency of use data collected by
FDA in 2002 (FDA 2002) or in a recent industry survey (CTFA
2004).

Diisopropanolamine reportedly was used in 66 products in
1981, at concentrations of <10%, and in 33 products in 2002,
at concentrations of up to 0.7% (from the 2004 survey).

Isopropanolamine was used in 11 cosmetic products in 1981,
at concentrations of <1%, and in 27 products in 2002, at the
same concentrations (from the 2004 survey).

Triisopropanolamine had 36 cosmetic uses in 1981, at con-
centrations of < 5%, and 25 uses in 2002, at concentrations up
to 1% (from the 2004 survey).

Table 8 summarizes the historical and recent uses of Diiso-
propanolamine, Isopropanolamine, and Triisopropanolamine in
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TABLE 7
Historical and current cosmetic product uses and concentrations for Chloroxylenol
1979 uses 2002 uses 1979 concentrations 2003 concentrations
Product category (Elder 1985) (FDA 2002) (Elder 1985) % (CTFA 2004) %
Baby care
Lotions, oils, powders, and creams — — — 0.1
Bath
Soaps and detergents 2 1 >0.1-1 —
Eye makeup
Eye shadow — 1 — —
Eye makeup remover 2 — <1 —
Fragrances
Powders 2 — >1-5 —
Noncoloring hair care
Conditioners 8 3 <1 —
Straighteners 4 — >0.1-1 —
Shampoos 29 3 <5 —
Tonics, dressings, etc. 3 6 >0.1-1 —
Wave sets 1 — <0.1 —
Other noncoloring hair care 3 — <5 —
Hair coloring
Dyes and colors 1 — <1 —
Rinses 2 — >0.1-1 —
Makeup
Blushers 1 — >0.1-1 —
Rouges — 1 — —
Makeup fixatives 1 — >0.1-1 —
Other makeup — 5 — —
Nail care
Basecoats and undercoats 1 — <1 —
Cuticle softeners 1 — >0.1-1 —
Oral hygiene
Other oral hygiene — — — 0.4
Personal hygiene
Underarm deodorants 1 1 >0.1-1 —
Feminine deodorants 1 — <0.1 —
Other personal hygiene 8 11 <1 —
Shaving
Shaving cream — 1 — —
Skin care
Cleansing creams, lotions, etc. 5 4 <1 0.5
Depilatories 1 — >0.1-1 —
Face and neck skin care 7% — <1* 0.2
Body and hand skin care 2 - —
Moisturizers — 1 — 0.1
Paste masks/mud packs 2 — <1 —
Skin fresheners 1 — <1 —
Other skin care 5 3 < —
Suntan products
Suntan gels, creams, liquids and sprays 1 — 0.1-1 —
Total uses/ranges for Chloroxylenol 93 43 <5 0.1-0.5

*This category was combined when the original safety assessment was performed and is now two separate categories.



COSMETIC INGREDIENT REVIEW

TABLE 8
Historical and current uses and use concentrations for Diisopropanolamine, Isopropanolamine, and Triisopropanolamine in
cosmetic products

1981 uses 2002 uses 1981 concentrations 2004 concentrations
Product category (Elder 1985) (FDA 2002) (Elder 1985) % (CTFA 2004) %
Diisopropanolamine
Fragrances
Colognes and toilet waters 2 1 <0.1 —
Other fragrances 13 10 <1 —
Noncoloring hair care
Conditioners 1 1 >0.1-1 —
Sprays 1 — >1-5 —
Permanent waves 7 3 >0.1-10 —
Tonics, dressings, etc. 2 5 <1 0.7
Wave sets 1 1 >0.1-1 —
Other noncoloring hair care 2 1 >1-5 —
Hair coloring
Hair dyes and colors — 3 — —
Makeup
Makeup foundations 2 — >1-5 —
Other makeup 5 — >0.1-5 —
Shaving
Aftershave lotion 4 2 <1 —
Other shaving 2 3 <1 —
Skin care preparations
Cleansing creams, lotions, etc. — — — <0.01
Face, body, and hand skin care 10 — >0.1-1 —
Moisturizers 4 — <5 —
Night skin care 1 — >0.1-1 —
Paste masks/mud packs 2 1 >0.1-5 —
Skin fresheners 2 1 <1 —
Wrinkle smoothers™* 1 o >0.1-1 —
Other skin care 1 1 >0.1-1 —
Suntan preparations
Suntan gels, creams, and liquids 2 — >0.1-1 —
Indoor tanning 1 — >0.1-1 —
Total uses/ranges for Diisopropanolamine 66 33 <10 <0.01-0.7
Isopropanolamine
Eye makeup
Eyeliner — 1 — —
Mascara 3 22 <1 —
Noncoloring hair care
Tonics, dressings, etc. 1 1 <0.1 —
Hair coloring
Hair dyes and colors — — — 1
Shaving
Aftershave lotions 2 — >0.1-1 —
Skin care
Depilatories 1 — <0.1 —
Body and hand skin care — 1 — —
Moisturizers 3 1 <1 —

(Continued on next page)
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TABLE 8
Historical and current uses and use concentrations for Diisopropanolamine, Isopropanolamine, and Triisopropanolamine in
cosmetic products (Continued)

1981 uses 2002 uses 1981 concentrations 2004 concentrations
Product category (Elder, 1985) (FDA, 2002) (Elder, 1985) % (CTFA, 2004) %
Suntan
Suntan gels, creams, and lotions 1 1 <0.1 —
Total uses/ranges for Isopropanolamine 11 27 <1 1

Triisopropanolamine

Baby care
Lotions, oils, powders, and sprays 1 — >0.1-1 —
Noncoloring hair care
Conditioners 4 — >0.1-5 —
Sprays 9 9 <1 0.4
Tonics, dressings, etc. 13 12 <5 0.7
Wave sets 2 >0.1-1 —
Other hair care 2 1 >0.1-1 1*
Skin care
Cleansing creams, lotions, etc. 1 — >1-5 —
Face and neck skin care preparations [ — 0] —
Body and hand skin care preparations — ’ —
Moisturizers 3 — >0.1-1 —
Total uses/ranges for Triisopropanolamine 36 25 <5 0.4-1

*Nonaerosol pump spray.
**No longer a cosmetic product category.

**This category was combined when the original safety assessment was performed and is now two separate categories.

cosmetic products. The most recent information now constitutes
the present practices of use.

The CIR Expert Panel did note that Diisopropanolamine
has a structure that is related to diethanolamine (DEA), which
has been implicated as an animal carcinogen. Data were pro-
vided suggesting a mechanism for DEA carcinogenicity in
animals is related to choline metabolism. Data also were
provided demonstrating that Diisopropanolamine does not act
by the same mechanism. It was suggested, therefore, that Di-
isopropanolamine is unlikely to present any risk of carcino-
genicity.

The Panel acknowledged the use of Diisopropanolamine in
hair sprays. The effects of inhaled aerosols depend on the spe-
cific chemical species, the concentration, the duration of expo-
sure, and site of deposition (Jensen and O’Brien 1993) within
the respiratory system. Particle size is the most important fac-
tor affecting the location of depostion. The mean aerodynamic
diameter of pump hair spray particles is approximately 80 um,
and diameter of anhydrous hair spray particles is 60 to 80 um.
Typically, less than 1% are below 10 pum, which is the upper
limit for respirable particles (Bowen 1999). Based on the parti-
cle size, Diisoprpanolamine would not be respirable in formu-
lation. Therefore, exposure of the lung by inhalation was not
considered likely.
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TABLE 9
Historical and current uses and use concentrations for Diethylhexyl Adipate and Diisopropyl Adipate

Product category

1981 uses
(Elder 1984)

2002 uses
(FDA 2002)

1981 concentrations 2003 concentrations

(Elder 1984) %

(CTFA 2003) %

Bath

Oils, tablets, salts

Eye makeup

Lotion

Other eye makeup
Fragrances

Colognes and toilet waters
Other fragrance

Makeup

Blushers

Foundations

Makeup bases

Lipsticks

Other makeup

Nail care

Nail polish & enamel remover
Nail creams and lotions
Cuticle softeners
Personal hygiene
Underarm deodorants
Other personal hygiene
Shaving

Aftershave lotions
Shaving cream

Skin care

Face and neck skin care
Body and hand skin care
Moisturizers

Other skin care

Suntan

Suntan gels, creams, and liquids
Indoor tanning

Other suntan

Total uses/ranges for Diethylhexyl Adipate

Bath

Oils, tablets, and salts
Bubble baths

Other bath

Eye makeup

Eyeliner

Eye shadow

Fragrances

Colognes and toilet waters
Perfumes

Diethylhexyl Adipate

4

1
27

N = NN W W
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49

Diisopropyl Adipate

7
1

15
20

5

1

16
14

>10-25

>0.1-25

>1-25
>1-5

>1-5
>10-25

>0.1-5
>1-10

0.6
04-2

13
16

38
12

0.4-38

8
8
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TABLE 9
Historical and current uses and use concentrations for Diethylhexyl Adipate and Diisopropyl Adipate (Continued)
1981 uses 2002 uses 1981 concentrations 2003 concentrations
Product category (Elder 1984) (FDA 2002) (Elder 1984) % (CTFA 2003) %
Sachets 1 — >10-25 —
Other fragrances 9 2 >0.1-25 15
Noncoloring hair care
Conditioners 3 — >0.1-1 0.1
Sprays 1 1 >1-5 3
Tonics, dressings, etc. 4 2 >1-5 —
Wave sets 2 — >0.1-5 —
Makeup
Blushers 1 — >1-5 —
Face powders 1 — >1-5 —
Foundations 1 — >0.1-1 5
Nail care
Nail polish and enamel removers — 1 — 3
Personal hygiene
Underarm deodorants — — — 0.01
Other personal hygiene 1 — >0.1-1 —
Shaving
Aftershave lotions 16 10 >1-5 1
Preshave lotions 1 — >5-10
Skin care
Cleansing creams, lotions, etc. 5 1 >0.1-1 —
Face and neck skin care N 1 N —
Body and hand skin care o 1 o 2-3
Foot powders and sprays 1 — >0.1-1 —
Moisturizers 5 >0.1-5 0.2
Night skin care 1 — >5-10
Skin fresheners 11 2 — —
Other skin care 2 — >1-10 4
Suntan
Suntan gels, creams, and liquids 2 3 >5-10 4
Indoor tanning 2 — >1-5 —
Other suntan — 1 — —
Total uses/ranges for Diisopropyl Adipate 112 66 >0.1-25 0.1-15

*This category was combined when the original safety assessment was performed and is now two separate categories.

Stott, W.T. 2004. CIR Board diisopropanolamine review presentation on research
by Dow Chemical Company. Dec. 2, 2004.°

Wigfield, Y. Y., M. D. Lacroix, M. Lanouette, and N. P. Gurprasad. 1988.
Gas chromatographic determination of N-nitrosodialkanolamines I herbi-
cide di- or trialkanolamine formulations. J. Assoc. Off. Anal. Chem. 71:328—
333.

DIOCTYL ADIPATE AND DIISOPROPYL ADIPATE

A safety assessment of Dioctyl Adipate and Diisopropyl Adi-
pate was published in 1984 with the conclusion that these in-
gredients are safe as presently used in cosmetics (Elder 1984).
New studies, along with updated information regarding types

and concentrations of use, were considered by the CIR Ex-
pert Panel. The Panel determined to not reopen this safety
assessment.

The name of Dioctyl Adipate as listed in the Interna-
tional Cosmetic Ingredient Dictionary and Handbook has been
changed to Diethylhexyl Adipate (Pepe et al. 2002).

Diethylhexyl Adipate, according to information provided
by industry to FDA under a voluntary reporting program, was
used in 27 cosmetic products in 1981, with the maximum use
concentration at 25%. Use increased in 2002 to 49 cosmetic
products. As reported in an industry survey, the maximum use
concentration increased to 38% in 2003.
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Diisopropyl Adipate was used in 112 cosmetic products in
1981, with the maximum use concentration in the 10% to 25%
range. Use decreased to 66 reported uses in 2002. The maximum
use concentration was 15% in 2003, consistent with that reported
in 1981.

Table 9 gives the available use and concentration data for
Dioctyl Adipate and Diisopropyl Adipate. The most recent data
now constitute the present practices of use.

The CIR Expert Panel noted that Dioctyl Adipate and Di-
isopropyl Adipate are used in cosmetic products that may be
incidentally inhaled during use (e.g., hair sprays). The effects
of inhaled aerosols depend on the specific chemical species, the
concentration, the duration of exposure, and site of deposition
(Jensen and O’Brien 1993) within the respiratory system. Par-
ticle size is the most important factor affecting the location of
depostion.

The mean aerodynamic diameter of pump hair spray particles
is approximately 80 pm, and diameter of anhydrous hair spray
particles is 60 to 80 um. Typically, less than 1% are below
10 wm, which is the upper limit for respirable particles (Bowen
1999). Based on the particle size, these ingredients would not
be respirable in formulation. Therefore, exposure of the lung by
inhalation was not considered likely.

The increase in the maximum concentration of use to 38% (in
suntan lotion) was considered in the context of newly available
reproductive and developmental toxicity data suggesting that
Diethylhexyl Adipate can be fetotoxic in animal studies. This
was a threshold effect and the systemic dose at which no adverse
effects were seen (NOAEL) was 200 mg/kg day~'. Using an es-
timated use of 40 g per day of suntan lotion containing Diethyl-
hexyl Adipate at 38%, a 60-kg person would receive a dermal
dose of 250 mg/kg day~!. Given that Diethylhexyl Adipate is
soluble in organic solvents, but not in water, dermal penetration
of Diethyhexyl Adipate is likely to be less than 1%, yielding a
maximum possible systemic dose of <2.5 mg/kg day~!, well
below the level demonstrated to have no fetotoxic effect.

REFERENCES

Astill, B. D., R. Gingell, D. Guest, et al. 1996. Oncogenicity Testing of 2-
Ethylhexanol in Fischer 344 Rats and B6C3F1 mice. Fundam. Appl. Toxicol.
31:29-41.

Bell, F. P. 1983. Effect of the plasticizer di(2-ethylhexyl) adipate (dioctyladipate,
DOA) on lipid metabolism in the rat: I. Inhibition of cholesterolgenesis and
modification of phospholipid synthesis. Lipids 18:211-215.

Bell, F. P. 1984. Di(2-ethylhexyl)adipate (DEHA): Effect on plasma lipids and
hepatic cholesterolgenesis in the rat. Bull. Environ. Contam. Toxicol. 32:20—
26.

Bergman, K., and L. Albanus. 1987. Di-(2-ethylhexyl)adipate: Absorption, au-
toradiographic distribution and elimination in mice and rats. Food Chem.
Toxicol. 25:309-316.

Bowen, D. 1999. Unpublished information on hair spray particle size provided
at the September 9, 1999 CIR Expert Panel meeting. !0

10 Available for review: Director, Cosmetic Ingredient Review, 1101
17th Street, NW, Suite 412, Washington, DC 20036-4702, USA.

British Indus. Bio Res Assn. 1985. Rat liver and lipid effects of representative
phthalate esters. NTIS Report No. OTS0509538.

Busser M. T., and W. K. Lutz. 1987. Stimulation of DNA synthesis in
rat and mouse liver by various tumor promoters. Carcinogenesis 8:1433—
1437.

Chemical Mfg. Assn. 1989. A study of the hepatic effects of di-(2-ethylhexyl)
adipate in the mouse and rat with appendices and cover letter dated 11/17/89.
NTIS Report No. OTS0000731.

Cornu, M. C., Y. Keith, C. R. Elcombe, and J. C. Lhuguenot. 1988. In vivo and
in vitro metabolism of di-(2-ethylhexyl) adipate, a peroxisome proliferator,
in the rat. Arch. Toxicol. Suppl. 12:265-268.

Cornu M. C,,J. C. Lhuguenot, A. M. Brady, R. Moore, and C. R. Elcombe. 1992.
Identification of the proximate peroxisome proliferator(s) derived from di (2-
ethylhexyl) adipate and species differences in response. Biochem. Pharmacol.
43:2129-2134.

Dalgaard, M., H. Ulla, A. M. Vinggaard, et al. 2003. Di(2-ethylhexyl) adipate
(DEHA) induced deveopmental toxicity but not antiandrogenic effects in pre-
and postnatally exposed Wistar rats. Reprod. Toxicol. 17:163-170.

Divincenzo, G. D., W. H. Donish, K. R. Mueller, M. L. Hamilton, and E. D.
Barber. 1983. Mutagenicity testing of urine from rats dosed with 2-
ethylhexanol derived plasticizers. Environ. Mutagen. 5:471.

Dirven, H. A., P. H. van den Broek, J. G. Peters, J. Noordhoek, and
E. J. Jongeneelen. 1992. Microsomal lauric acid hydroxylase activities
after treatment of rats with three classical cytochrome P450 inducers
and peroxisome proliferating compounds. Biochem. Pharmacol. 43:2621—
2629.

Eastman Kodak Co. 1984. Bacterial mutagenicity testing of urine from rats dosed
with 2-ethylhexanol derived plasticizers. NTIS Report No. OTS0206391.
Eastman Kodak Co. 1992. Submission summary: Synopsis of teratology study
in rats (final report) using di(2-ethylhexyl)adipate with cover letter dated

091391. NTIS Report No. OTS0533689-1.

Elder, R. L. ed. 1984. Final Report on the Safety Assessment of Dioctyl Adipate
and Diisopropyl Adipate. J. Am. Coll. Toxicol. 2:101-130.

Food and Drug Administration (FDA). 2002. Frequency of use of cosmetic
ingredients. FDA database. Washington, DC: FDA.

Gupta, B. N., and A. K. Mathur. 1985. Effect of dermal application of a skin bar-
rier cream on skin enzymes in rabbits and guinea-pigs. Biol. Membr. 11:157—
160

Gupta, B. N., R. Shanker, P. N. Viswanath, A. K. Mathur, L. Shukla, and A.
Singh. 1987. Safety evaluation of a barrier cream. Contact Dermatitis 17:10—
12.

International Agency for Research on Cancer (IARC). 2000. Di(2-ethylhexyl)
adipate entry. JARC Monographs on the Evaluation of Carcinogenic Risks to
Humans 77:149-175.

Jensen, P. A., and D. O’Brien. 1993. Industrial hygiene. In: Aerosol measure-
ment. Principles techniques and applications, ed. K. Willeke, and P. A. Baron,
New York: John Wiley and Sons. 538-540.

Katch, H., S. Nakajima, Y. Kawashima, H. Kozuka, and M. Uchiyama. 1984. In-
duction of rat hepatic long-chain acyl-CoA hydrolases by various peroxisome
proliferators. Biochem. Pharmacol. 33:1081-1085.

Kawashima, Y., N. Hanioka, M. Matsumura, and H. Kozuka. 1983. In-
duction of microsomal stearoyl-CoA desaturation by the administration
of various peroxisome proliferators. Biochim. Biophys. Acta 752:259—
264.

Kawashima, Y., S. Nakagawa, Y. Tachibana, and H. Kozuka. 1983b. Effects of
peroxisome proliferators on fatty acid-binding protein in rat liver. Biochim.
Biophys. Acta 754:21-27.

Keith, Y., M. C. Cornu, P. M. Canning, J. Foster, J. C. Lhuguenot, and
C. R. Elcombe. 1992. Peroxisome proliferation due to di (2-ethylhexyl)
adipate, 2-ethylhexanol and 2-ethylhexanoic acid. Arch. Toxicol. 66:321—
326.

Kluwe, W. M. 1986. Carcinogenic potential of phthalic acid esters and re-
lated compounds: Structure-activity relationships. Environ. Health Perspect.
65:271-278.



30 SAFETY ASSESSMENTS—2004/2005

Kluwe, W. M., J. E. Huff, H. B. Matthews, R. Irwin, and J. K. Haseman.
1985. Comparative chronic toxicities and carcinogenic potentials of 2-
ethylhexyl-containing compounds in rats and mice. Carcinogenesis 6:1577—
1583.

Kolmar Res Ctr. 1984. Toxicological examination of di-a-ethyl-hexyl-adipate
(wickenol 158). NTIS Report No. OTS0000286-1.

Korhonen, A., K. Hemminki, and H. Vainio. 1983. Embryotoxic effects of ph-
thalic acid derivatives, phosphates and aromatic oils used in the manufactur-
ing of rubber on three day chicken embryos. Drug Chem. Toxicol. 6:191—
207.

Lake, B. G., R.J. Price, M. E. Cunninghame, and D. G. Walters. 1997. Compar-
ison of the effects of di-(2-ethylhexyl)adipate on hepatic peroxisome pro-
liferation and cell replication in the rat and mouse. Toxicology 123:217—-
226.

Litton Bionetics, Inc. 1984. Evaluation of di-2-ethylhexyl-adipate in the in vitro
transformation of balb/3t3 cells assay. NTIS Report No. OTS0000286-0.

Litton Bionetics, Inc. 1989. Mutagenicity evaluation of di-2-ethyl hexyl adipate
in the Ames Salmonella/microsome plate test (final report) with attachments,
cover sheet and letter dated 06/06/89. NTIS Report No. OTS0520392.

Litton Bionetics, Inc. 2000. Evaluation of di-2-ethylhexyl-adipate in the in vitro
transformation of balb/3t3 cells assay addendum to the final report of Septem-
ber 1982. Contract no. Pe-140-mut-Ib. NTIS Report No. OTS0508486.

Loftus, N. J, W. J. Laird, G. T. Steel, M. F. Wilkd, and B. H.
Woollen. 1993. Metabolism and pharmacokinetics of deuterium-labelled di-
2-(ethylhexyl) adipate (DEHA) in humans. Food Chem. Toxicol. 31:609—
614.

Loftus, N. J., B. H. Woollen, G. T. Steel, M. F. Wilks, and L. Castle. 1994. An
assessment of the dietary uptake of di-2-(ethylhexyl) adipate (DEHA) in a
limited population study. Food Chem Toxicol. 32:1-5.

Microbiological Assc. 1984. Submission of unpublished balb/3t3 cell transfor-
mation assays on di-2-ethylhexyl adipate with attached reports. NTIS Report
No. 0000286-0.

National Toxicology Program (NTP) 1984. Carcinogenesis bioassay of di(2-
ethylhexyl) adipate (CAS no. 103-23-1)F344 rats and B6C3F1 mice (feed
study). NTIS Report No. OTS0000286-0.

Pepe, R. C., J. A. Wenninger, and G. N. McEwen, Jr., eds. 2002. International
Cosmetic Ingredient Dictionary and Handbook, 8th ed., vol. 1. Washington,
DC: CTFA.

Reisenbichler. H., and P. M. Eckl. 1993. Genotoxic effects of selected peroxi-
some proliferators. Mutat. Res. 286:135-144.

Rhodes, C., T. Soames, M. D. Stonard, M. G. Simpson, A. J. Vernall, and C.
R. Elcombe. 1984. The absence of testicular atrophy and in vivo and in vitro
effects on hepatocyte morphology and peroxisomal enzyme activities in male
rats following the administration of several alkanols. Toxicol. Lett. 21:103—
109

Takagi, A., K. Sai, T. Umemura, R. Hasegawa, and Y. Kurokawa. 1990. Signif-
icant increase of 8-hydroxydeoxyguanosine in liver DNA of rats following
short-term exposure to the peroxisome proliferators di(2-ethylhexyl)phthalate
and di(2-ethylhexyl)adipate. Jpn. J. Cancer Res. 81:213-215.

Takahashi, K., H. Sakano, N. Numata, S. Kuroda, and N. Mizuno. 2002. Effect
of fatty acid diesters on permeation of anti-inflammatory drugs through rat
skin.Drug Dev. Ind. Pharm. 28:1285-1294.

Takahashi, K., T. Suzuki, H. Sakano, and N. Mizuno. 1995. Effect of vehicles
on diclofenac permeation across excised rat skin. Biol. Pharm. Bull. 18:571—
575.

Tomaszewski, K. E., D. K. Agarwal, and R. L. Melnick. 1986. In vitro steady-
state levels of hydrogen peroxide after exposure of male F344 rats and female
B6C3F1 mice to hepatic peroxisome proliferators. Carcinogenesis 7:1871—
1876.

von Daniken, A., W.K. Lutz, R. Jackh, and C. Schlatter. 1984. Investigation
of the potential for binding of Di(2-ethylhexyl) phthalate (DEHP) and Di(2-
ethylhexyl) adipate (DEHA) to liver DNA in vivo. Toxicol. Appl. Pharmacol.
73:373-387.

Yanagita, T., M. Satoh, H. Nomura, N. Enomot, and M. Sugano. 1987. Alteration
of hepatic phospholipids in rats and mice by feeding di-(2-ethylhexyl)adipate
and di-(2-ethylhexyl)phthalate. Lipids. 22:572-577.

Zeiger, E., S. Haworth, K. Mortelmans, and W. Speck. 1985. Mutagenicity test-
ing of di(2-ethylhexyl)phthalate and related chemicals in Salmonella. Environ.
Mutagen. 7:213-232.

FORMALDEHYDE

A safety assessment of Formaldehyde was published in 1984
(Elder 1984) with the conclusion that this ingredient is safe in
cosmetic products to the great majority of consumers, however,
because of skin sensitivity of some individuals to this agent, the
formulation and manufacture of a cosmetic product should be
such as to ensure use at the minimal effective concentration of
formaldehyde, not to exceed 0.2% measured as free formalde-
hyde. Furthermore, it cannot be concluded that formaldehyde
is safe in cosmetic products intended to be aerosolized. An ex-
tensive number of new studies, along with updated information
regarding types and concentrations of use, were considered by
the CIR Expert Panel. The Panel determined to not reopen this
safety assessment.

Data reported to the FDA by industry in 1981 indicated that
Formaldehyde was used in a total of 805 cosmetic products, but
that figure decreased to 120 reported uses in 2002. The maximum
use concentration reported to FDA in 1981 was in the <0.1% to
10% range. Data from an industry use concentration survey in
2003 indicate a maximum use concentration of 0.08%.

Table 10 presents the recent and historical frequency of use
and concentration of use data as a function of product category.

The discussion section in the original safety assessment ac-
knowledged that Formaldehyde can be a skin irritant and sensi-
tizer in clinical tests, and a developmental toxin, a genotoxin, and
aneoplastic agent in experimental animal studies. The new clin-
ical studies confirmed that Formaldehyde can be a skin irritant
and sensitizer, but at levels higher than the 0.2% free Formalde-
hyde upper limit established by the CIR Expert Panel.

The developmental toxicity, genotoxicity, and carcinogenic-
ity of high doses of Formaldehyde was also confirmed in the
new studies. These studies demonstrate that there is a threshold
effect; that is, high doses are required before any effect is seen.
Again, the limit on the amount of free Formaldehyde established
by the CIR Expert Panel precludes any risk as a result of use of
cosmetic products containing Formaldehyde.
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TABLE 10
Historical and recent uses and use concentrations of Formaldehyde in cosmetic products
1981 uses 2002 uses 1981 concentrations 2003 concentrations
Product category (Elder 1984) (FDA 2002) (Elder 1984) % (CTFA 2003) %
Baby care
Shampoos 7 — <0.1-1 —
Lotions, oils, powders and creams 1 — >0.1-1 —
Bath
Soaps and detergents 5 5 <0.1-1 <0.002-0.08
Qils, tablets and salts 10 6 <0.1-1 0.08
Bubble baths 109 4 <0.1-1 0.08
Other bath 24 1 <0.1-5 0.08
Eye makeup
Mascara 1 — <0.1 0.0002
Other eye makeup 3 — <0.1-1 —
Fragrance
Sachets 2 — <0.1-1 —
Other fragrance — — — 0.02
Noncoloring hair care
Conditioners 95 11 <0.1-5 —
Permanent waves 11 2 <0.1-1 —
Rinses 32 2 <0.1-1 —
Shampoos 316 59 <0.1-5 <0.005-0.08
Tonics, dressings, etc. 21 9 <0.1-10 <0.005
Wave sets 37 8 <0.1-10 —
Other hair 13 3 <0.1-5 —
Hair coloring
Dyes and colors 5 — <0.1 —
Shampoos 3 2 <0.1-1 —
Makeup
Face powders 1 — >0.1-1 —
Foundations 2 — <0.1-1 —
Leg and body paints — — — 0.02
Makeup bases 3 — <0.1-1 —
Other makeup — — — 0.01
Nail care
Cuticle softeners 1 — <0.1 —
Nail creams and lotions 1 1 <0.1 —
Other manicuring — 1 — 2%
Oral hygiene
Dentifrices — — — 0.04
Mouthwashes and breath fresheners 2 — <0.1-1 —
Personal hygiene
Underarm deodorants 7 — >0.1-1 —
Feminine hygiene deodorants 1 — >1-5 —
Other personal cleanliness 1 1 <0.1 0.07-0.08
Shaving
Aftershave lotions 1 — >0.1-1 —
Shaving creams 2 1 <0.1 —
Other shaving 1 — >1-5 —

(Continued on next page)
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TABLE 10
Historical and recent uses and use concentrations of Formaldehyde in cosmetic products (Continued)
1981 uses 2002 uses 1981 concentrations 2003 concentrations

Product category (Elder 1984) (FDA 2002) (Elder 1984) % (CTFA 2003) %
Skin care
Cleansing creams, lotions, etc. 13 1 <0.1-1 <0.0001-0.002
Face and neck SklI.l care 475 — <0.1-1%* —
Body and hand skin care 2 <0.0001
Foot powders and sprays 1 — >0.1-1 —
Moisturizers 11 1 <0.1-1 —
Night skin care 5 — <0.1-1 —
Paste masks/mud packs 3 — <0.1-1 —
Skin fresheners 1 — >0.1-1 —
Other skin care 4 — >0.1-1 0.06
Suntan
Suntan gels, creams, and liquids 2 — <0.1-1 —
Total uses/ranges for Formaldehyde 805 120 <0.1-10 <0.0001-0.08

*This product was sold only in Europe and no longer marketed

**This category was combined when the original safety assessment was performed and is now two separate categories.
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HYDROLYZED COLLAGEN

A safety assessment of Hydrolyzed Collagen concluded that
this ingredient is safe as a cosmetic ingredient in the present
practices of use and concentration (Elder 1985). New studies,
along with the updated information regarding types and concen-
trations of use, were considered by the CIR Expert Panel. The
Panel determined not to reopen this safety assessment.

Data reported to the FDA by industry in 1981 indicated that
Hydrolyzed Collagen was used in 936 cosmetic products at con-
centrations ranging from <0.1% to >50% (Elder 1985). Uses
reported to FDA in 2002 (Hydrolyzed Animal Protein and Hy-
drolyzed Animal Collagen were listed in this FDA database)
decreased to 569 (FDA 2002) and an industry survey of use con-
centrations yielded a maximum use concentration of 1% (CTFA
2004).

Table 11 presents the historical and recent uses and concen-
trations of Hydrolyzed Collagen in cosmetic products. The most
recent data now constitute the present practices of use and con-
centration.

The CIR Expert Panel did note that the description of Hy-
drolyzed Collagen has been expanded recently to include spe-
cific mention of animal and fish collagen as the source material
(Hydrolyzed Collagen is the hydrosylate of animal or fish col-
lagen derived by acid, enzyme, or other method of hydrolysis)
(Gottschalck and McEwen 2004).

The CIR Expert Panel is aware of the concerns about infec-
tious prions in products obtained from mammalian tissues. As
with all animal-derived ingredients, the use of Hydrolyzed Col-
lagen should comply with FDA regulations to ensure that this
ingredient is free of infectious agents, including bovine spongi-
form encephalopathy.
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ISOSTEARYL NEOPENTANOATE

A safety assessment of Isostearyl Neopentanoate concluded
that this ingredient is safe as a cosmetic ingredient in the present
practices of use and concentration (Elder 1985). One new study,
along with the updated information regarding types and concen-
trations of use, were considered by the CIR Expert Panel. The
Panel determined not to reopen this safety assessment.

Data reported to the FDA by industry in 1981 indicated that
Isostearyl Neopentanoate was used in 208 cosmetic products at
concentrations > 1% to 50% (Elder 1985). Uses reported to FDA
in 2002 decreased to 71 (FDA 2002) and an industry survey of
use concentrations yielded a use concentration range from 0.2%
to 14% (CTFA 2003).

Table 12 presents the historical and recent uses of Hydrolyzed
Collagen in cosmetic products. The most current data are now
considered the present practices of use.

The CIR Expert Panel did note a new use in lipsticks at con-
centrations of use of 9% to 14%. Oral toxicity studies in the
original report suggest no concerns relating to this new use.
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TABLE 11

Historical and recent uses and use concentrations of Hydrolyzed Collagen in cosmetic products

1981 uses 2002 uses 1981 concentrations 2004 concentrations
Product category (Elder 1985) (FDA 2002) (Elder 1985) % (CTFA 2004) %
Baby care
Shampoos 1 — <0.1 —
Bath
Oils, tablets and salts 2 — >1-5 —
Bubble baths 2 2¢ >0.1-1 —
Soaps and detergents 3 134 >0.1-5 0.1
Other bath 2 24 >0.1-1 —
Eye makeup
Eyebrow pencils — 14,1 — —
Eyeliners 1 14 <0.1 1
Eye shadow 6 74 <1 —
Eye lotion — — — 3
Eye makeup remover — 14 — —
Mascara 28 9¢ <1 0.02-1
Other eye makeup 5 14 <5 0.000004
Noncoloring hair
Hair conditioners 174 1264 >50 —
Hair sprays/aerosol fixatives 7 34 <1 —
Hair Straighteners 7 74 >0.1-1 —
Permanent waves 70 134 <25 0.05
Rinses 34 74 <10 —
Shampoos 224 116¢ <10 0.02
Hair tonics, dressings, etc. 35 404 >50 —
Wave sets 39 44 <25 —
Other noncoloring hair 18 154 <10 0.03-0.2
Hair coloring
Tints 14 24 <5 —
Rinses 24 — <0.1 —
Shampoos — 2¢ — —
Bleaches 7 — <5 —
Other hair coloring 1 — >0.1-1 —
Makeup
Blushers 5 2¢ >0.1-1 0.5
Face powders 5 44 <1 0.5
Foundations 10 7¢ <1 0.54
Lipsticks 15 7¢ <1 1
Makeup bases 15 44 <1 —
Other makeup — — — 0.2
Nail care
Basecoats — 1¢ — —
Cuticle softeners 3 24 <1 —
Creams and lotions 6 54 <50 —
Polishes and enamels 1 — >1-5 —
Polish and enamel removers 2 — <0.1 —
Other nail care 6 1¢ <5 —
Personal hygiene
Other personal hygiene — 44 — —



COSMETIC INGREDIENT REVIEW 37

TABLE 11
Historical and recent uses and use concentrations of Hydrolyzed Collagen in cosmetic products (Continued)
1981 uses 2002 uses 1981 concentrations 2004 concentrations
Product category (Elder 1985) (FDA 2002) (Elder 1985) % (CTFA 2004) %
Shaving
Aftershave lotions 3 14 >0.1-1 0.007
Other shaving — 14 — 0.007
Skin Care
Cleansing creams, lotions, etc. 27 174 <5 —
Face and neck skin care 184 0.06-6
X 46¢ <10°

Body and hand skin care 204 1
Moisturizers 43 36% <25 1
Night skin care 11 15¢ >0.1-25 0.02
Paste masks/mud packs 6 8¢ <5 0.008
Skin fresheners 7 8¢ <5 —
Wrinkle smoothers? 1 —d >1-5 —d
Other skin care preparations 7 27¢ <0.1-5 0.5
Suntan Preparations
Suntan gels, creams and liquids — 74 — 0.000004
Other suntan preparations — 2¢ — 0.05
Total uses/ranges for Hydrolyzed Collagen 923 569, 1 <0.1— >50 .000004-6

“Ingredient identified as “Hydrolyzed Animal Protein” in the FDA database.
bIngredient identified as “Hydrolyzed Animal Collagen” in the FDA database.
“This category was combined when the original safety assessment was performed and is now two separate categories.

4No longer a cosmetic product category.

Food and Drug Administration (FDA). 2002. Frequency of use of cosmetic
ingredients. FDA database. Washington, DC: FDA.

Fulton, J. E., S. R. Pay, and J. E. Fulton. 1984. Comedogenicity of current
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Dermatol. 10:96-105.

Pepe, R. C., J. A. Wenninger, and G. N. McEwen, Jr., eds. 2002. International
Cosmetic Ingredient Dictionary and Handbook, 8th ed., vol. 1. Washington,
DC: CTFA.

2-NITRO- p-PHENYLENEDIAMINE
AND 4-NITRO-0-PHENYLENEDIAMINE

A safety assessment of 2-Nitro- p-Phenylenediamine and 4-
Nitro-o-Phenylenediamine was published in 1985 with the con-
clusion “for those persons not sensitized, the Expert Panel
concludes that 2-Nitro-p-Phenylenediamine and 4-Nitro-o-
Phenylenediamine are safe as hair dye ingredients at the current
concentration of use” (Elder 1985). Studies available since that
safety assessment was completed, along with updated informa-
tion regarding uses and use concentrations, were considered by
the CIR Expert Panel. The Panel determined to not reopen this
safety assessment.

2-Nitro-p-Phenylenediamine was reported to be used in 28
hair dyes and colors in 1981 at concentrations from <0.1% to 1%
(Elder 1985). In 2002, voluntary reports provided by industry
to FDA indicated that 2-Nitro- p-Phenylenediamine was used in
113 hair dyes and colors (FDA 2002). Use concentration data

from a survey of industry practices by the Cosmetic, Toiletry, and
Fragrance Association (CTFA) indicated use at concentrations
from 0.1% to 1% in cosmetic products (CTFA 2003).

4-Nitro-o-Phenylenediamine was reported to be used in 26
hair dyes and colors in 1981, at concentrations of < 0.1% to 1%
(Elder 1985). Industry reports to FDA in 2002 included 22 uses
as hair dyes and colors. Use concentration data from an industry
survey in 2003 indicated use at concentrations of 0.1% to 0.2%
(CTFA 2003).

The available use and concentration as a function of product
type is given in Table 13. The most recent information now
constitutes the current practices of use and concentration.

In 2003, an updated review of the available hair dye epi-
demiology literature was prepared (Helzlsouer et al. 2003). The
authors found insufficient evidence to support a causal associa-
tion between personal hair dye use and a variety of tumors and
cancers. The review highlighted well-designed studies with an
exposure assessment that included hair dye type, color, and fre-
quency or duration of use, which found associations between
personal hair dye use and development of bladder cancer, non-
Hodgkin’s lymphoma, and multiple myeloma. These findings,
however, were not consistently observed across studies.

In considering all these data, the CIR Expert Panel concluded
that the available epidemiology studies are insufficient to con-
clude there is a causal relationship between hair dye use and
cancer and other endpoints. The Panel stated that use of direct
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TABLE 12

Historical and recent uses and use concentrations of Isostearyl Neopentaoate in cosmetic products

1981 uses 2002 uses

1981 concentrations

2003 concentrations

Product category (Elder 1985) (FDA 2002) (Elder 1985) % (CTFA 2003) %
Eye makeup

Eyeliner 5 — >5-10 8-
Eye shadow 135 5 >1-10 1-
Eye makeup remover 1 1 >10-25 —
Eye lotion — — — 2
Other eye makeup preparations 3 1 >1-10 13
Fragrances

Perfumes — 1 — —
Powders — 1 — —
Other fragrances — 4 — —
Makeup

Blushers 20 8 >1-50 2-10
Foundations 10 9 >1-10 —
Face powders — 2 — 3-6
Lipstick — 3 — 9-14
Foundations — — — 1-10
Makeup bases 16 9 >1-50 1-2
Rouges — >1-5 —
Other makeup 1 4 >10-25 0.2-12
Skin care

Cleansing creams, lotions, etc. 1 2 >5-10 3-8
Face and neck skin care 1+ 1 15" 4
Body and hand skin care 1 2-5
Body and hand sprays — — — 6
Moisturizers 8 11 >0.1-10 —
Night skin care 1 >1-5 —
Paste masks/mud packs — 1 — 4
Other skin care 1 5 >1-5 1-7
Suntan

Suntan gels, creams, and liquids 2 — >1-5 24
Indoor tanning — 1 — —
Other suntan 1 — >1-5 —
Total uses/ranges for Isostearyl Neopentaoate 208 71 >0.1-50 0.2-14

*This category was combined when the original safety assessment was performed and is now two separate categories.

TABLE 13

Historical and current uses and use concentrations for 2-Nitro- p-phenylenediamine and 4-Nitro-o-phenylenediamine

1981 use 2002 use

1981 concentrations

2003 concentrations

Product category (Elder 1980) (FDA 2002) (Elder 1980) % (CTFA 2003) %
2-Nitro- p-phenylenediamine

Hair dyes and colors 28 113 <0.1-1 0.1-1

Total uses/ranges for 2-Nitro-p-phenylenediamine 28 113 <0.1-1 -
4-Nitro-o-phenylenediamine

Hair dyes and colors 26 22 <0.1-1 0.1-0.2

Total uses/ranges 4-Nitro-o-phenylenediamine 26 22 <0.1-1 0.1-0.2
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hair dyes, although not the focus in all investigations, appears
to have little evidence of an association with adverse events as
reported in epidemiology studies. However, direct hair dyes are
a diverse group of chemicals and the determination of safety
may hinge on other safety test data.

Discussion of the most recent available hair dye epidemiol-
ogy data is available at http://www.cir-safety.org/findings.shtml.

REFERENCES

Adam, M. 1985. Evaluation of mutagenicity of some aromatic amines used as
hair dyes by chromosomal aberration tests in-vivo. Genet. Pol. 26:109-116.

Batiste-Alentorn, M., N. Xamena, A. Creus, and R. Marcos. 1995. Genotoxicity
testing of five compounds in three Drosophila short-term somatic assays.
Mutat. Res. 341:161-167.

Blair, L. C., M. J. Plewa, and J. M. Gentile. 1985. Impurities of commercial 4-
nitro-o-phenylenediamine and a novel plant activated promutagen. Environ.
Mutagen. 7:40.

Broeckx, W., A. Blondeel, A. Dooms-Goossens, and G. Achten. 1987. Cosmetic
intolerance. Contact Dermatitis 16:189—194.

Bronaugh, R. L., and E. R. Congdon. 1984. Percutaneous absorption of hair dyes:
Correlation with partition coefficients. J. Invest. Dermatol. 83:124-127.

Bronaugh, R. L., and H. I. Maibach. 1985. Percutaneous absorption of nitroaro-
matic compounds: In vivo and in vitro studies in the human and monkey. J.
Invest. Dermatol. 84:180-183.

Chen, S. C., and K. T. Chung. 2000. Mutagenicity and antimutagenicity studies
of tannic acid and its related compounds. Food Chem. Toxicol. 38:1-5.

Chen, S. C., T. Y. Wong, and K. T. Chung. 1997. Base-pair mutation caused
by four nitro-group containing amines in Salmonella typhimurium TA100,
TA104, TA4001, and TA4006. Mutat. Res. 395:223-227.

Chung, K., T. J. Hughes, and L. D. Claxton. 2000. Comparison of the muta-
genic specificity induced by four nitro-group-containing aromatic amines in
Salmonella typhimurium his genes. Mutat. Res. 465:165-171.

Chung, K. T., C. A. Murdock, S. E. Stevens, Jr., Y. S. Li, C. I. Wei, T. S.
Huang, and M. W. Chou. 1995. Mutagenicity and toxicity studies of p-
phenylenediamine and its derivatives. Toxicol. Lett. 81:23-32.

Chung, K. T., C. A. Murdock, Y. Zhou et al. 1996. Effects of the nitro-group on
the mutagenicity and toxicity of some benzamines. Environ. Mol. Mutagen.
27:67-74.

Clive, D., and J. F. S. Spector. 1975. Laboratory procedure for assessing specific
locus mutations at the TK locus in cultured L5178Y mouse lymphoma cells.
Mutat. Res. 31:17-29.

Cosmetic, Toiletry, and Fragrance Association (CTFA). 2003. Use concentration
data on 2-Nitro- p-phenylenediamine and 4-Nitro-o-phenylenediamine from
industry survey. Unpublished data submitted by CTFA, September 3, 2003 (1
page).'*

Crank, G., and M. I. H. Makin. 1984. Oxidations of aromatic amines by super-
oxide ion. Aust. J. Chem. 37:845-856.

Dunkel, V.C.,E. Zeiger, D. Brusick et al. 1985. Reproducibility of microbial mu-
tagenicity assays. 2. Testing of carcinogens and noncarcinogens in Salmonella
typhimurium and Escherichia coli. Environ. Mutagen. 7:1-248.

Elder, R. L. 1985. Final report on the safety assessment of 2-nitro-p-
phenylenediamine and 4-nitro-o-phenylenediamine. J. Am. Coll. Toxicol.
4:161-202.

European Economic Community. (1999) EEC Cosmetics Directive 76/768/EEC,
as amended through the 26th Adapting Commission Directive 2002/34/EC,
Annexes I-VII. Brussels: EEC.

Fautz, R., A. Fuchs, H. van der Walle, V. Henny, and L. Smits. 2002. Hair dye-
sensitized hairdressers: The cross-reaction pattern with new generation hair
dyes. Contact Dermatitis 46:319-324.

14 Available for review: Director, Cosmetic Ingredient Review, 1101
17th Street, NW, Suite 412, Washington, DC 20036-4702, USA.

Food and Drug Administration (FDA). 2002. Frequency of use of cosmetic
ingredients. FDA database. Washington, DC: FDA.

Frosch, P. J., D. Burrows, and J. G. Camarasa. 1993. Allergic reactions to a
hairdressers’ series: Results from 9 European Centers. Contact Dermatitis
28:180-183.

Gentile, J. M., G. J. Gentile, S. Townsend, and M. J. Plewa. 1985a. The in vitro
enhancement of the mutagenicity of 4-nitro-o-phenylenediamine by plant S-9.
Environ. Mutagen. 7:73-85.

Gentile, J. M., G.J. Gentile, S. Townsend, and M. J. Plewa. 1985b. Mutagenicity
of phenylenediamines to Salmonella following plant and mammalian hepatic
activation. Environ. Mutagen. 7:23.

Goosens, A., M. H. Beck, E. Haneke, J. P. McFadden, S. Nolting, G. Durupt,
and G. Ries. 1999. Adverse allergic reactions to cosmetic allergens. Contact
Dermatitis 40:112-113.

Guerra, L., A. Tosti, F. Bardazzi, et al. 1992. Contact dermatitis in hairdressers:
The Italian experience. Contact Dermatitis 26:101-107.

Heil, J., and G. Reifferscheid. 1992. Detection of mammalian carcinogens with
an immunological DNA synthesis-inhibition test. Carcinogenesis 13:2389—
2394.

Hellmier, L., and G. Bolcsfoldi. 1992. An evaluation of the E. coli K-12
uvrB/recA DNA repair host-mediated assay. II. In vivo results for 36 com-
pounds tested in the mouse. Mutat. Res. 272:161-173.

Helzlsouer, K., D. Rollison, and S. Pinney. 2003. Association between hair
dye use and health outcomes: Review of the literature published since 1992.
Unpublished data submitted by Clairol, Inc. 107 pages.'*

Hera, C., and C. Pueyo. 1988. Response of the L-arabinose forward mutation
assay of Salmonella typhimurium to frameshift-type mutagens. Mutat. Res.
203:39-45.

International Agency for Research on Cancer (IARC). 1978. Some aromatic
amines and related nitro compounds—hair dyes, colouring agents and mis-
cellaneous industrial chemicals. IARC Monographs 16:73-82.

IARC. 1993. 1,4-Diamino-2-nitrobenzene (2-nitro-para-phenylenediamine).
IARC Monographs 57:185-200.

Kerckaert, G. A.,R. A. LeBoeuf, and R. J. Isfort. 1998. Assessing the predictive-
ness of the Syrian hamster embryo cell transformation assay for determining
the rodent carcinogenic potential of single ring aromatic/nitroaromatic amine
compounds. Toxicol. Sci. 41:189-197.

Keystone Aniline Corporation. 1999. Technical Guide and Formulary. Chicago:
Keystone Aniline Corporation.'

Kvelland, I. 1985. Mutagenicity of 5 hair dyes in bacteriophage T-4D. Hereditas
102:151-154.

LeBoeuf, R. A., G. A. Kerckaert, M. J. Aardema, D. P. Gibson, R. Brauninger,
and R. J. Isfort. The pH 6.7 Syrian hamster embryo cell transformation assay
for assessing the carcinogenic potential of chemicals. Mutat. Res. 356:85-127.

Lee, H., N. J. Hao, and J.-Y. Lin. 1988. Effects of butylhydroxyanisole on the
genotoxicity of three hair dye components in Ames Salmonella test and sister
chromatid exchange assay. J. Chin. Biochem. Soc. 17:112—-118.

Lee, H., L.-Y. Perng, S.-J. Shiow, M.-Y. Chou, M.-C. Chou, and J.-Y. Lin. 1986.
Induction of sister chromatid exchange in cultured Chinese hamster cells
by short-term treatment with hair dye components. J. Chin. Biochem. Soc.
15:34-38.

Maron, D. M., and B.N. Ames. 1983. Revised methods for the Salmonella
mutagenicity test. Mutat. Res. 113:173-215.

Matthews, E. J., J. W. Spalding, and R. W. Tennant. 1993. Transformation of
BALB-C-3T3 cells V. Transformation responses of 168 chemicals compared
with mutagenicity in Salmonella and carcinogenicity in rodent bioassays.
Environ. Health Perspect. 101:347-482.

McFee, A. F., P. P. Jauhar, K. W. Lowe, J. T. MacGregor, and C. M. Wehr. 1989.
Assays of three carcinogen/non-carcinogen chemical pairs for in vivo induc-
tion of chromosome aberrations, sister chromatid exchanges and micronuclei.
Environ. Mol. Mutagen. 14:207-220.

Ministry of Health, Labor and Welfare (MHLW). June 29, 2001. MHW Ordi-
nance No. 332. Ingredients of quasi-drugs. Products to be used directly on the
body. MHLW, Pharmaceutical and Medical Safety Bureau, Inspection and



40 SAFETY ASSESSMENTS—2004/2005

Guidance Division, 2-2, 1-chome, Kasumigaseki, Chiyoda-ku, Tokyo 100-
8045, Japan.

Misra, R. 1992. Clastogenic potential testing of some hair dye components by
the bone marrow micronucleus analysis. Cytologia 57:149-154.

Mitchell, A. D., C. J. Rudd, and W. J. Caspary. 1988. Evaluation of the L5178Y
mouse lymphoma cell mutagenesis assay: Intralaboratory results for sixty-
three coded chemicals tested at SRI International. Environ. Mol. Mutatgen.
12:37-194.

Myhr, B. C., and W. J. Caspary. 1988. Evaluation of the L5178Y mouse lym-
phoma cell mutagenesis assay: Intralaboratory results for sixty-three coded
chemicals tested at Litton Bionetics, Inc. Environ. Mol. Mutagen. 12:103-194.

Nakao, M., Y. Gotoh, A. Hiratsuka, and T. Watabe. 1991. Reductive metabolism
of nitro-p-phenylenediamine by rat liver. Chem. Pharm. Bull. 39:177-180.

Nakao, M., Y. Gotoh, Y. Matsuki, A. Hiratsuka, and T. Watabe. 1987. Metabolism
of the hair dye component, nitro-p-phenylenediamine, in the rat. Chem.
Pharm. Bull. 35:785-791.

Neal, S. B., and G. S. Probst. 1983. Chemically-induced sister-chromatid ex-
change in vivo in bone marrow of Chinese hamsters. An evaluation of 24
compounds. Mutat. Res. 113:33-43.

Neal, S. B., and G. S. Probst. 1984. Assessment of sister chromatid exchange in
spermatogonia and intestinal epithelium in Chinese hamsters. Basic Life Sci.
29:613-628.

Oberly, T. J., B. J. Bewsey, and Probst, G. S. 1984. An evaluation of the L5178Y
TK+/— mouse lymphoma forward mutation assay using 42 chemicals. Mutat.
Res. 125:291-306.

Pepe, R. C., J. A. Wenninger, and G. N. McEwen, Jr., eds. 2002. International
Cosmetic Ingredient Dictionary and Handbook, 9th ed., 1032. Washington,
DC: CTFA.

Popkin, D. J., and M. J. Prival. 1985. Effects of pH on weak and positive control
mutagens in the Ames Salmonella plate assay. Mutat. Res. 142:109-114.
Rodriguez-Arnaiz, R., and J. H. Aranda. 1994. Activity of aromatic amines
in the eye: w/w+ somatic assay of Drosophila melanogaster. Environ. Mol.

Mutagen. 24:75-79.

Sasaki, Y. F., K. Fujikawa, K. Ishida, et al. 1999. The alkaline single cell gel
electrophoresis assay with mouse multiple organs: Results with 30 aromatic
amines evaluated by the IARC and U.S. NTP. Mutat. Res. 440:1-18.

Soler-Niedziela, L., X. Shi, J. Nath, and T. Ong. 1991. Studies on three struc-
turally related phenylenediamines with the mouse micronucleus assay system.
Mutat. Res. 259:43-48.

Suter, W., R. Ahiabor, B. Blanco et al.1996. Evaluation of the in vivo genotoxic
potential of three carcinogenic aromatic amines using the Big Blue transgenic
mouse mutation assay. Environ. Mol. Mutagen. 28:354-362.

van Erp, Y. H. M., M. J. E. Koopmans, P. R. C. M. Heirbaut, J. C. M. Van
der Hoeven, and P. J. J. M. Weterings. 1992. Unscheduled DNA synthesis in
human hair follicles after in vitro exposure to 11 chemicals: Comparison with
unscheduled DNA synthesis in rat hepatocytes. Mutat. Res. 271:201-208.

Van Joost, T., F. Heule, and J De Boer. 1987. Sensitization to methylene-dianiline
and para-structures. Contact Dermatitis 16:246-248.

Vogel, E. W., U. Graf, H. J. Frei, and M. M. Nivard. 1999. The results of assays in
Drosophila as indicators of exposure to carcinogens. IARC Sci. Publ. 146:427—
470.

Williams, G. M. 1997. Liver cell culture methods for measuring DNA alterations
produced by chemicals and radiation. Cell Biol. Toxicol. 13:317-321.

Williams, G. M., H. Mori, and C. A. McQueen. 1982. Reliability of the hepa-
tocyte primary culture/DNA repair test in testing in coded carcinogens and
noncarcinogens. Mutat. Res. 97:359-370.

Wilschut, A., W. F. Ten Berge, P. J. Robinson, and T. E. McKone. 1995. Esti-
mating skin permeation. The validation of five mathematical skin permeation
models. Chemosphere 30:1275-1296.

Wolfram, L. J., and H. I. Maibach. 1985. Percutaneous penetration of hair dyes.
Arch. Dermatol. Res. 277:235-241.

Yourick, J. J., and R. L. Bronaugh. 2000. Percutaneous absorption and
metabolism of 2-nitro- p-phenylenediamine in human and fuzzy rat skin. Tox-
icol. Appl. Pharmacol. 166:13-23.

OLEIC ACID, LAURIC ACID, PALMITIC ACID, MYRISTIC
ACID, AND STEARIC ACID

A safety assessment of the Oleic Acid group was published in
1987 with a conclusion that these ingredients are safe in present
practices of use and concentration in cosmetics. New studies
regarding these fatty acids available since then, along with up-
dated information regarding uses and use concentrations, were
considered by the CIR Expert Panel. The Panel determined to
not reopen this safety assessment.

Oleic Acid usage increased from 424 in 1981 to 1131in 2002,
based on industry voluntary reports provided to FDA (Elder
1987; FDA 2002). An industry survey in 2004 indicated that use
concentrations range from 0.00004% to 20%, within the range
reported in 1981 (Elder 1987).

Lauric Acid usage increased from 22 in 1981 to 121 in 2002,
based on industry voluntary reports provided to FDA (Elder
1987; FDA 2002). An industry survey in 2004 indicated that use
concentrations range from 0.00003% to 11%, within the range
reported in 1981 (Elder 1987).

Palmitic Acid usage increased from 29 in 1981 to 132 in
2002, based on industry voluntary reports provided to FDA
(Elder 1987; FDA 2002). An industry survey in 2004 indicated
that use concentrations range from 0.00006% to 20%, within the
range reported in 1981 (Elder 1987).

Myristic Acid usage increased from 36 in 1981 to 73 in 2002,
based on industry voluntary reports provided to FDA (Elder
1987; FDA 2002). An industry survey in 2004 indicated that use
concentrations range from 0.00001% to 38%, within the range
reported in 1981 (Elder 1987).

Stearic Acid usage decreased from 2465 in 1981 to 2133
in 2002, based on industry voluntary reports provided to FDA
(Elder 1987; FDA 2002). An industry survey in 2004 indicated
that use concentrations range from 0.000002% to 43%, within
the range reported in 1981 (Elder 1987).

The available use and concentration data are given in Ta-
ble 14. The most recent information now constitutes the present
practices of use and concentration.

The newly available studies reported findings consistent with
the data in the original safety assessment. One area not covered
in the original report was reproductive and developmental toxi-
city. One new study was available that demonstrated little or no
toxicity to sperm cells by Oleic Acid, Palmitic Acid, and Stearic
Acid.

These fatty acids may be plant derived. In such cases, estab-
lished limits for pesticide and heavy metal residues should not
be exceeded (lead <10 ppm, arsenic <3 ppm, mercury <1 ppm,
total PCB/pesticide <40 ppm, with <10 ppm for any specific
pesticide residue).

These fatty acids may also be derived from animal sources,
including beef. The Panel agrees with the Food and Drug Ad-
ministration’s position that tallow derivatives, including these
fatty acids, would not present any risk of transmissible en-
cephalopathies.
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TABLE 14
Historical and current cosmetic product uses and concentrations for Oleic Acid, Lauric Acid, Palmitic Acid,
Mpyristic Acid, and Stearic Acid

1981 uses 2002 uses 1981 concentrations 2004 concentrations

Product category (Elder 1987) (FDA 2002) (Elder 1987) % (CTFA 2005) %

Oleic Acid
Baby care
Shampoos 1 1 >10-25 —
Lotions, oils, powders, and creams 1 1 >1-5 1
Other baby care 2 4 >1-25 2
Bath
Oils, tablets, and salts 1 1 >5-10 —
Soaps and detergents 5 20 >1-10 0.000004-15
Other bath — 10 — —
Eye makeup
Eyeliners 16 10 >0.1-25 0.1-3
Eye shadow 5 — >0.1-5 0.4
Eye makeup remover 2 — >1-5 —
Mascara 41 38 >0.1-10 1-4
Other eye makeup 1 1 >1-5 2-5¢
Fragrances
Colognes and toilet waters — — — 0.001
Sachets 4 2 >0.1-1 —
Other fragrances 8 5 >0.1-5 —
Noncoloring hair care
Conditioners 1 — >25-50 —
Permanent waves 1 2 <0.1 —
Rinses — 1 — —
Shampoos 9 5 >1-25 0.000007
Tonics, dressings, etc. 1 1 >0.1-1 0.6
Other noncoloring hair care — — — 207
Hair coloring
Dyes and colors 205 946 <0.1-25 19
Tints 14 9 >1-25 —
Shampoos 7 — >0.1-5 —
Color sprays — 1 — —
Lighteners with color 1 1 >1-5 —
Bleaches 8 17 >1-50 —
Makeup
Blushers 10 2 >1-5 0.4
Face powders 1 — >0.1-1 0.0001
Foundations 20 9 >0.1-5 0.4-2
Lipsticks 1 5 >5-10 16
Makeup bases 5 3 <0.1-5 0.4
Rouges — 1 — 0.00005
Other makeup 4 3 >0.1-25 2
Nail care
Basecoats and undercoats 1 1 >10-25 —
Nail polish and enamels — — — 0.0008
Other nail care — 1 — —

(Continued on next page)
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TABLE 14

Historical and current cosmetic product uses and concentrations for Oleic Acid, Lauric Acid, Palmitic Acid,
Mpyristic Acid, and Stearic Acid (Continued)

1981 uses 2002 uses 1981 concentrations 2004 concentrations
Product category (Elder 1985) (FDA 2002) (Elder 1985) % (CTFA 2005) %
Personal hygiene
Underarm deodorants — — — 0.0007-0.6
Other personal hygiene 3 4 >1-10 6°
Shaving
Aftershave lotions 3 — <0.1-1 0.00008
Shaving cream 2 3 >1-5 0.7-4
Skin care
Cleansing creams, lotions, etc. 10 5 >0.1-5 0.00002-9
Face and neck skin care B — ¢ 2
Body and hand skin care 1 2 >0.1-25 0.2-0.4
Moisturizers 14 7 >0.1-5 0.2-0.4
Night skin care — — — 0.5
Other skin care 2 3 >0.1-5 —
Hormone preparations? 1 NA4 >1-5 NA4
Suntan products
Suntan gels, creams, liquids, and sprays 2 5 >1-5 0.02
Indoor tanning preparations — 1 — —
Total uses/ranges for Oleic Acid 424 1131 <0.1-50 0.000004-20

Lauric Acid

Bath
Soaps and detergents — 16 — 0.1-8
Other bath — 20 — 2-11
Noncoloring hair care
Conditioners — 1 — 0.000004—4
Sprays — — — 0.00002
Shampoos 3 1 >1-25 0.2-0.5
Tonics, dressings, etc. 3 5 >0.1-1 0.00003
Fragrances
Colognes and toilet waters — — — 0.001
Perfumes — — — 0.00002
Hair coloring
Dyes and colors — 43 — —
Makeup
Foundations — — — 1
Lipsticks — 1 — 0.00003
Personal hygiene
Underarm deodorants 5 3 <0.1-1 0.3
Other personal hygiene 4 3 <0.1-10 5¢
Shaving
Aftershave lotions — — — 0.0003
Shaving cream 3 1 >1-10 0.003
Other shaving — — — 0.28
Skin care
Cleansing creams, lotions, etc. 3 25 >1-5 —
Face and neck skin care c — . —
Body and hand skin care N — o 0.00006
Moisturizers 1 2 >0.1-1 —
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TABLE 14

43

Historical and current cosmetic product uses and concentrations for Oleic Acid, Lauric Acid, Palmitic Acid,
Mpyristic Acid, and Stearic Acid (Continued)

1981 uses 2002 uses 1981 concentrations 2004 concentrations
Product category (Elder 1985) (FDA 2002) (Elder 1985) % (CTFA 2005) %
Night skin care — — — 0.00003-0.5
Other skin care — — — 2-3
Suntan
Suntan gels, creams and liquids — — — 1
Total uses/ranges for Lauric Acid 22 121 <0.1-25 0.000004-11

Palmitic Acid

Bath
Soaps and detergents 1 10 >5-10 0.3-10
Other — 11 — 0.000006-2
Eye makeup
Eyeliners — — — 0.1-0.7
Eye shadow 1 — >5-10 0.006-0.3
Eye lotion — — — 0.05
Mascara — 1 — 0.024
Other eye makeup — 2 — 0.003
Fragrance
Colognes and toilet waters — — — 0.01-0.8
Other fragrances — 1 — 3
Noncoloring hair care
Conditioners — 1 — 0.00002-0.4
Shampoos 2 26 >1-5 0.001-3
Tonics, dressings, etc. — — — 0.00003-2
Other noncoloring hair care — 3 — —
Hair coloring
Other hair coloring — 1 — —
Makeup
Blushers — — — 0.008-0.2
Face powders — 1 — 0.01-1
Foundations 2 10 >0.1-5 0.3-2
Lipsticks — 1 — 0.2-16
Rouges — 1 — 0.00005
Makeup fixatives — 1 — —
Other makeup — — — 0.01-2
Nail care
Nail polishes and enamels — — — 0.02-0.03
Personal hygiene
Underarm deodorants — 1 — 0.09-3
Other personal hygiene — — — 0.34
Shaving
Aftershave lotions — — — 0.006
Shaving cream 4 11 >0.1-10 2-20
Shaving soap — — — 0.4-8
Other shaving — 17 — 10
Skin care
Cleansing creams, lotions, etc. 8 8 >1-25 0.03-7
Depilatories — — — 4

(Continued on next page)
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TABLE 14

Historical and current cosmetic product uses and concentrations for Oleic Acid, Lauric Acid, Palmitic Acid,
Myristic Acid, and Stearic Acid (Continued)

1981 uses 2002 uses 1981 concentrations 2004 concentrations
Product category (Elder 1985) (FDA 2002) (Elder 1985) % (CTFA 2005) %
Face and neck skin care 3¢ 1 ~0.1-5¢ 0.2-3
Body and hand skin care 3 ' 0.05-7
Foot powders and sprays — 1 — —
Moisturizers 3 8 >0.1-5 0.2-2
Night skin care 3 — >1-25 0.05-1
Paste masks/mud packs — — — 0.02
Skin fresheners — 1 — —
Other skin care 1 4 >1-5 0.2-2
Suntan
Suntan gels, creams, liquids, and sprays 1 5 >10-25 0.0009-3
Indoor tanning — 1 — —
Other suntan — 1 — —
Total uses/ranges for Palmitic Acid 29 132 >0.1-25 0.000006-20

Myristic Acid

Bath
Soaps and detergents 3 7 >5-25 0.005-19
Other bath — 11 — 0.00001-14
Eye makeup
Mascara 2 — >0.1-1 0.005-0.8
Fragrances
Colognes and toilet waters — — — 0.001
Other fragrances — 1 — —
Noncoloring hair care
Conditioners — 1 — —
Shampoos 2 3 >1-5 0.00006-0.2
Tonics, dressings, etc. — — — 0.00002-0.08
Makeup
Face powders — — — 0.05
Foundations — 2 — 0.4
Lipsticks — 1 — —
Rouges — — — 0.00005
Other makeup — — — 0.00004
Oral hygiene
Dentifrices — — — 0.0003
Personal hygiene
Underarm deodorants — 1 — —
Other personal hygiene 2 1 >10-25 1-38/
Shaving
Aftershave lotions — — — 0.00008
Beard softeners 2 — >25-50 —
Shaving cream 16 13 >1-10 3-33
Shaving soap — — — 2
Other shaving 1 3 >0.1-1 —
Skin care
Cleansing creams, lotions, etc. 5 26 1-25 0.0005-12
Depilatories — — — 12
Face and neck skin care 2e — ~0.1-5¢ 14
Body and hand skin care 1 ’ 0.5-10
Moisturizers 1 1 >0.1-1 0.0002-1
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TABLE 14
Historical and current cosmetic product uses and concentrations for Oleic Acid, Lauric Acid, Palmitic Acid,
Myristic Acid, and Stearic Acid (Continued)

1981 uses 2002 uses 1981 concentrations 2004 concentrations
Product category (Elder 1985) (FDA 2002) (Elder 1985) % (CTFA 2005) %
Night skin care — — — 0.0003
Other skin care — 1 — 0.003-15
Total uses/ranges for Myristic Acid 36 73 >0.1-50 0.00001-38

Stearic Acid

Baby care
Shampoos — — — 2
Lotions, oils, powders, and creams 9 11 >0.1-10 2-3
Other baby care 1 7 >10-25 0.1-2
Bath
Soaps and detergents 13 41 >1-25 0.2-19
Bubble baths — 1 — 1-2
Other bath 3 13 >0.1-5 0.000007-7"
Eye makeup
Eyebrow pencils 9 12 >5-25 0.009-15
Eyeliners 55 74 >0.1-50 0.7-22
Eye shadow 128 4 >0.1-5 0.3-16
Eye lotions 1 4 >1-5 0.05-3
Eye makeup remover 1 3 >0.1-1 0.1-0.5
Mascara 139 95 >0.1-50 1-21
Other eye makeup 26 32 >0.1-10 1-14
Fragrances
Colognes and toilet waters 3 — >1-5 1
Perfumes 3 — >0.1-10 —
Sachets 32 4 >0.1-10 —
Other fragrances 34 31 >0.1-10 16
Noncoloring hair care
Conditioners 18 7 <0.1-5 0.000002-0.5
Sprays/aerosol fixatives 1 — >1-5 —
Straighteners 6 8 >0.1-10 —
Shampoos 17 10 >0.1-25 0.000007-7
Tonics, dressings, etc. 18 4 <0.1->50 0.01-2
Hair coloring
Dyes and colors 76 132 >1-5 —
Tints — 1 — —
Rinses — 1 — —
Color sprays — 1 — —
Bleaches 4 — >0.1-5 —
Other hair coloring 8 2 >10-25 —
Makeup
Blushers 47 4 >0.1-10 0.8-3
Face powders 2 6 >0.1-1 0.1-1
Foundations 190 119 >0.1-25 1-5
Lipsticks 27 40 >0.1-25 0.02-9
Makeup bases 263 35 >0.1-25 2-3
Rouges 9 — >0.1-10 0.00005-0.1
Makeup fixatives 1 4 >1-5 —
Other makeup 20 22 >0.1-25 0.01-6

(Continued on next page)
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TABLE 14
Historical and current cosmetic product uses and concentrations for Oleic Acid, Lauric Acid, Palmitic Acid,
Myristic Acid, and Stearic Acid (Continued)

1981 uses 2002 uses 1981 concentrations 2004 concentrations
Product category (Elder 1985) (FDA 2002) (Elder 1985)% (CTFA 2005)%
Nail care
Cuticle softeners 10 8 >0.1-25 14
Creams and lotions 6 5 >1-5 3-5
Nail polishes and enamels — — — 0.04
Other nail care 2 — >1-10 0.05-4
Personal hygiene
Underarm deodorants 8 21 >1-25 0.2-9
Other personal hygiene 8 6 >1-25 5-6¢
Shaving
Aftershave lotions 5 9 >0.1-5 0.5-2
Shaving cream 100 100 >0.1-50 1-43
Shaving soap 1 1 >25-50 0.4-2
Other shaving 6 4 >1-25 0.5-8
Skin care
Cleansing creams, lotions, etc. 173 168 <0.1-25 1-25
Depilatories — — — 7
Face and neck skin care 84 3-7
Body and hand skin care 430¢ 320 0.1-50¢ 0.1-16
Foot powders and sprays = 5 — 4
Moisturizers 327 356 <1-50 0.3-10
Night skin care 67 62 <0.1-25 0.4-2
Paste masks/mud packs 15 55 >1-25 0.4-8
Skin fresheners 4 4 >10-25 —
Skin lighteners? 11 —d >1-25 —d
Hormone preparations? 3 — >1-25 —
Wrinkle smoothers? 4 —d >1-5 —d
Other skin care 55 133 >0.1-25 0.0005-5
Suntan
Suntan gels, creams, liquids, and sprays 48 42 >0.1-25 —
Indoor tanning 3 9 >0.1-1 0.3-2
Other suntan 13 13 >0.1-5 —
Total uses/ranges for Stearic Acid 2465 2133 <0.1->50 0.000007-43

“The 5% concentration was for a definer.

b A hair care protective oil.

“These categories were combined in 1981, but are now separate.

4No longer considered as a cosmetic ingredient category.

¢A hand wash product.

/The highest concentration was for a hand wash product.

8The 0.2% concentration was specifically reported in a shave lubricant product.
"The 7% concentration was for a body scrub product.
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PANTHENOL AND PANTOTHENIC ACID

A safety assessment of Panthenol and Pantothenic Acid was
published in 1987 with the conclusion that these ingredients are
safe as presently used in cosmetics (Elder 1987). Studies pub-
lished since the last assessment, along with updated information
concerning frequency of use and use concentrations, were con-
sidered by the CIR Expert Panel. The Panel determined to not
reopen the safety assessment.

The safety assessment applies to Panthenol in both the p and
the pL form.

The available use and concentration information is provided
in Table 15. The most recent information now constitutes the
present use of these ingredients.

Panthenol reported usage increased from 284 in 1981 to 1538
in 2002, based on industry voluntary reports provided to FDA
(Elder 1987; FDA 2002). An industry survey in 2004 indicated
that use concentrations range from 0.00005% to 6%, which is
lower than the maximum use concentration range reported in
1981 (Elder 1987).

Pantothenic Acid was not reportedly used in cosmetics in
1981 (Elder 1987), but industry voluntary reports provided to
FDA in 2002 included three uses in eye makeup and skin care
products (FDA 2002). An industry survey in 2004 indicated
that use concentrations range from 0.00001% to 0.01% in those
product categories and in makeup and shaving preparations (cat-
egories in which no uses were reported to FDA).
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TABLE 15
Historical and current cosmetic product uses and concentrations for Panthenol and Pantothenic Acid
1981 uses 2002 uses 1981 concentrations 2004 concentrations
Product category (Elder 1987) (FDA 2002) (Elder 1987) % (CTFA 2004) %
Panthenol
Baby care
Lotions, oils, powders, and creams — 3 — —
Bath
Qils, tablets and salts — — — 2
Soaps and detergents — 15 — 0.054
Bubble baths — 3 — 0.01-2
Capsules — 1 — —
Other bath — 11 — 0.3-2
Eye makeup
Eyebrow pencils — 3 — 0.01-2
Eyeliners 5 — >0.1-1 0.01-0.05
Eye shadow 23 — >0.1-1 0.5-1
Eye lotions — 5 — 0.01-0.6
Eye makeup remover 2 8 >0.1-1 0.001-1
Mascara 10 70 >0.1-5 0.1-2
Other eye makeup 2 14 >0.1-1 0.3-0.5
Fragrances
Colognes and toilet waters 1 5 >0.1-1 0.003-0.1
Perfumes — — — 1
Powders 3 — —
Other fragrances — 11 — 1
Noncoloring hair care
Conditioners 33 264 <0.1-5 0.09-6
Sprays/aerosol fixatives 17 82 <0.1-1 0.01-5
Straighteners — 1 — —
Permanent waves 2 6 >0.1-1 5
Rinses 1 6 >0.1-1 0.1-0.5
Shampoos 25 206 <0.1-5 0.01-5
Tonics, dressings, etc. 11 187 <0.1-1 0.01-5
Wave sets 31 12 <0.1-5 0.9-1
Other noncoloring hair care 6 93 <0.1-1 0.01-1*
Hair coloring
Dyes and colors — 52 — 0.01-0.1
Tints — 1 — —
Color sprays — 2 — —
Bleaches — 1 — 0.5
Other hair coloring — 6 — 0.00005-1
Makeup
Blushers 3 2 >0.1-1 0.2-1
>10-25

Face powders 1 1 >0.1-1 0.02-1
Foundations 8 45 <0.1-1 0.2-1
Lipsticks 27 6 <0.1-5 0.01-2
Makeup bases 1 8 <0.1 0.5
Rouges 1 — >0.1-1 —
Other makeup 2 4 >0.1-1 <1-6
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Historical and current cosmetic product uses and concentrations for Panthenol and Pantothenic Acid (Continued)

1981 uses 2002 uses 1981 concentrations 2004 concentrations
Product category (Elder 1987) (FDA 2002) (Elder 1987) % (CTFA 2004) %
Nail care
Basecoats and undercoats — 9 — 0.03-0.2
Cuticle softeners 1 4 >0.1-1 0.1-0.2
Creams and lotions 1 1 >0.1-1 0.05-0.5
Polishes and enamels — 10 — 0.2-1
Polish and enamel removers — 5 — 0.03-0.5
Other nail care — 11 — 0.1-0.2
Personal hygiene
Underarm deodorants 1 3 >0.1-1 0.05-0.5
Douches — — — 0.1-0.8
Other personal hygiene — 8 — 0.1
Shaving
Aftershave lotions 3 14 <0.1-1 0.03-3
Preshave lotions 1 — >0.1-1 —
Shaving cream — 1 — 0.1-0.3
Other shaving 1 2 >0.1-1 0.4-1
Skin care
Cleansing creams, lotions, etc. 5 38 >0.1-1 0.05-3
Depilatories — — — 1
Face and neck skin care 29 0.001-6
Body and hand skin care g 32 <0.1-1** 0.1-5
Body and hand sprays — — - = 2
Foot powders and sprays — — — 0.5
Moisturizers 22 98 <0.1-5 0.1-3
Night skin care 14 29 >0.1-1 0.08-2
Paste masks/mud packs 1 24 <0.1 0.1-5
Skin fresheners 2 15 >0.1-1 0.01-3
Other skin care 5 46 <0.1-1 0.1-5
Suntan
Suntan gels, creams, liquids, and sprays 5 10 >0.1-1 0.1-2
Indoor tanning — 2 — 0.1-2
Other suntan 2 10 >0.1-1 0.5
Total uses/ranges for Panthenol 284 1538 <0.1-25 0.00005-6

Pantothenic Acid

Eye makeup
Mascara — — — 0.001-0.01
Other eye makeup — 1 — —
Makeup
Face powders — — — 0.001
Foundations — — — 0.002
Shaving
Aftershave lotions — — — 0.001
Shaving cream — — — 0.00001
Skin Care
Moisturizers — 1 — 0.003
Other skin care — 1 — 0.001
Total uses/ranges for Pantothenic Acid — 3 — 0.00001-0.01

*Includes two non-aerosol hair sprays.

**These categories were combined originally, but are now separate.
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p-PHENYLENEDIAMINE

A safety assessment on p-Phenylenediamine was published
in 1985 in which the CIR Expert Panel acknowledged that
p-Phenylenediamine is a known sensitizer and some persons
may be sensitized under intended conditions of use. For those
persons not sensitized, the Expert Panel concluded that p-
Phenylenediamine is safe as a hair dye ingredient at the current
concentrations of use (Elder 1985). Studies available since that
safety assessment was completed, along with updated informa-

tion regarding uses and use concentrations, were considered by
the CIR Expert Panel. The Panel determined to not reopen the
safety assessment.

Although the safety of p-Phenylenediamine as a hair dye in-
gredient was reaffirmed, the Panel did agree with FDA that other
uses of this dye are unapproved. The Panel expressed particu-
lar concern over the practice of combining p-Phenylenediamine
with henna (so-called dark henna) for use in temporary tattoos—
p-Phenylenediamine is a known sensitizer, highly inappropriate
for such use as evidenced by reports of severe adverse skin re-
actions to dark henna temporary tattoos. The Panel urged users
to report adverse reactions to the FDA (for more information,
see the FDA website at http://www.cfsan.fda.gov/~dms/cos-
tatt.html). The Panel also will work with the Consumer Federa-
tion of America to help the public understand the need to avoid
using such unapproved and potentially dangerous products.

The CIR Expert Panel also reviewed hair dye epidemiology
data. In 1993, an International Agency for Research on Cancer
(IARC) working group evaluated 78 epidemiology literature ci-
tations and concluded that “personal use of hair colourants can-
not be evaluated as to its carcinogenicity” and that occupation as
a hairdresser or barber entails exposures that are probably car-
cinogenic” (IARC 1993). The IARC report did not distinguish
between personal use of oxidative/permanent versus direct hair
dyes, or distinguish among the multiple chemical exposures in
addition to hair dyes to which a hairdresser or barber might be
exposed.

In 2003, an updated review of the available epidemiology lit-
erature was prepared (Helzlsouer et al. 2003). This review con-
sidered 83 literature citations available since the IARC review.
The authors found insufficient evidence to support a causal as-
sociation between personal hair dye use and a variety of tumors
and cancers.

In considering this information, the CIR Expert Panel agreed
that the available epidemiology studies are insufficient to con-
clude there is a causal relationship between hair dye use and
cancer and other end points described in the Helzlsouer et al.
(2003) review.

The Panel also stated that use of direct hair dyes, although
not the focus in all investigations, appear to have little evidence
of an association with adverse events as reported in epidemi-
ology studies. However, direct hair dyes are a diverse group of
chemicals and the determination of safety may hinge on other
safety test data.

p-Phenylenediamine was used in 500 hair-coloring prod-
ucts in 1981, at concentrations of <0.1% to 5%. In 2002, p-
Phenylenediamine was used in 1178 hair-coloring products and
in 2 nail care products. Use concentration data provided in 2004
indicated use at concentrations of <0014% to <4% in hair col-
oring products. The 2004 use concentration data were provided
by CTFA (CTFA 2004).

Available use and concentration information is shown in
Table 16. The most recent information now constitutes the
present practices of use.
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TABLE 16
Historical and current cosmetic product uses and concentrations for p-Phenylenediamine

1981 uses 2002 uses 1981 concentrations 2004 concentrations
Product category (Elder 1985) (FDA 2002) (Elder 1985) % (CTFA 2005) %
Hair coloring
Dyes and colors 493 1167 <0.1-5 <4
Tints 7 9 <0.1 —
Rinses — — — <0.0014
Color sprays — 1 — —
Lighteners with color — 1 — —
Nail care
Basecoats and undercoats — 2 — —
Total uses/ranges for p-Phenylenediamine 500 1180 <0.1-5 <0.0014-<4
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PHENYL TRIMETHICONE

In 1986, the CIR Expert Panel found that Phenyl Trime-
thicone is safe as a cosmetic ingredient in the present practices of
use and concentration (Elder 1986). A review of the recent liter-
ature uncovered no new studies regarding Phenyl Trimethicone,
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but the Panel did consider updated information regarding uses
and use concentrations. The Panel determined to not reopen the
safety assessment.

Phenyl Trimethicone uses have increased from 169 in 1981
to 279 in 2002, based on industry voluntary reports provided
to FDA (Elder 1986; FDA 2002). An industry survey in 2003
indicated that use concentrations range from 0.0075% to 36%
(CTFA 2004). The maximum value in that range is higher than
the maximum use concentration of 5% reported in 1981 (EI-
der 1986). Table 17 presents the available use and concen-
tration information for Phenyltrimethicone. The most recent
information now represents the present practice of use and
concentration.

The Panel considered the increased use concentrations in the
context of the reproductive and developmental toxicity data in
the original safety assessment. Phenyl Trimethicone was not ter-
atogenic at 500 mg/kg/day in rats and rabbits. For a 70-kg person,
this dose corresponds to 35 g/day. At the current maximum use
in lipsticks and the amount of lipstick used in a typical day, a
dose of Phenyl Trimethicone was estimated to be 10 mg/day.
This dose was 3500x lower than the observable effect level.
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PROPYLENE CARBONATE

A safety assessment of Propylene Carbonate was published in
1987 with the conclusion that it is safe as a cosmetic ingredient
in the present practices of use and concentration (Elder 1987).
Studies published since the last assessment were reviewed along
with updated information concerning frequency of use and use
concentrations. The CIR Expert Panel determined to not reopen
the safety assessment.

Based on voluntary reports provided by industry to FDA,
there were 295 reported uses in 1981 (Elder 1987) and 178
reported uses in 2002 (FDA 2002). Use concentrations from an
industry survey (CTFA 2003) ranged from 0.003% to 6%, not
very different from the use concentration range reported in 1981
of <0.1% to >5% (Elder 1987).

Table 18 presents the available use and concentration infor-
mation for Propylene Carbonate. The most recent information
constitutes present practices of use and concentration.

18 Available for review: Director, Cosmetic Ingredient Review, 1101
17th Street, NW, Suite 412, Washington, DC 20036-4702, USA.
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COPOLYMER

In 1983, the CIR Expert Panel concluded that this ingredient
is safe as a cosmetic ingredient under the present practices of
product and concentration use (Elder 1983). New studies avail-
able since that review have been considered by the Expert Panel,

19 Available for review: Director, Cosmetic Ingredient Review, 1101
17th Street, NW, Suite 412, Washington, DC 20036-4702, USA.
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TABLE 17
Historical and current cosmetic product uses and concentrations for Phenyl Trimethicone

1981 uses 2002 uses 1986 concentrations 2003 concentrations
Product category (Elder 1986)  (FDA 2002) (Elder 1986) % (CTFA 2004) %
Baby Care 1* — >0.1-1* —
Bath
Oils, tablets, and salts 1 1 >0.1-1 —
Other bath 2 — >1-5 —
Eye Makeup
Eyeliners — 1 — 2-6
Eye shadow 1 77 <0.1-5 4-13
Eye lotions — — — 0.008-1
Mascara 1 1 >0.1-1 0.1-0.4
Other eye makeup 1 4 >0.1-1 6-15
Fragrances
Colognes and toilet waters — — — 0.5
Perfumes — 1 — —
Powders — 1 — —
Other fragrances — — — 0.5
Noncoloring hair care
Conditioners 10 8 <0.1-5 0.3-2
Sprays 25 23 <0.1-1 0.1-18
Straighteners 1 — >1-5 —
Rinses 1 — >0.1-1 —
Shampoos — — — 1
Tonics, dressings, etc. 9 31 <0.1-5 5-11
Wave sets 2 — >0.1-5 —
Other noncoloring hair care 1 7 >0.1-1 0.5-2
Makeup
Blushers 11 1 >1-5 2-15
Face powders 2 9 >0.1-1 0.1-8
Foundations 2 17 >1-5 2-22
Leg and body paints — — — 2
Lipsticks 2 34 >1-5 0.08-36
Makeup bases 2 8 <0.1-5 —
Rouges — 2 — —
Other makeup — 13 — 0.0075-22
Nail care
Creams and lotions — — — 0.5
Polishes and enamels 7 — >0.1-1 —
Personal hygiene
Underarm deodorants — 1 — —
Other personal hygiene — 1 — —
Shaving
Aftershave lotions — 1 — 0.5-2
Preshave lotions 6 1 >0.1-5 2
Other shaving — — — 0.5
Skin care
Cleansing creams, lotions, etc. — 4 — 2-4
Face and neck skin care g+ 3 <0.1-1** 4-6
Body and hand skin care 4 - 0.2-18
Moisturizers 7 15 <0.1-5 0.8-3
Night skin care 1 <0.1 2
Other skin care 1 >1-5 2
Suntan
Suntan gels, creams, liquids and sprays 6 2 — 0.5-9
Indoor tanning 1 8 — 0.2-5
Other suntan 1 >1-5 2
Total uses/ranges for Phenyl Trimethicone 113 279 <0.1-5 0.0075-36

*Product categories within the group not given.
**These categories were combined originally, but are now separate.
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TABLE 18
Current and historical uses and concentrations of Propylene Carbonate in cosmetics

1981 uses 2002 uses 1981 concentrations 2003 concentrations
Product category (Elder 1984) (FDA 2002) (Elder 1984) % (CTFA 2003) %
Bath
Oils, tablets and salts 1 1 >1-5 —
Eye makeup
Eyebrow pencils 6 6 >1-5 0.3
Eyeliners 17 15 >1-5 0.2-0.6
Eye shadow 42 10 >0.1-5 0.4-1
Eye lotions 1 — >1-5 —
Eye makeup remover — 3 — —
Mascara 34 22 >0.1-5 2-4
Other eye makeup 9 12 >0.1- 0.5
Fragrances
Colognes and toilet waters 5 — >1-5 —
Perfumes 4 — >1-5 —
Noncoloring hair care
Conditioners 1 — >1-5 —
Tonics, dressings, etc. — 1 — —
Hair Coloring
Other hair coloring 3 1 >1-5 —
Makeup
Blushers 13 1 <0.1->5 1-2
Face powders 1 — >1-5 0.4
Foundations 11 3 >0.1-5 0.6-2
Rouges — — — 0.1
Lipsticks 95 35 <0.1->5 0.03-2
Makeup bases 13 4 >0.1-1 —
Makeup fixatives 1 2 >1-5 —
Other makeup 9 20 >0.1-5 1
Nail care
Creams and lotions 1 — >1-5 —
Polish and enamel — — — 0.003
Polish and enamel removers — 6 — 1
Other nail care — — 4
Personal hygiene
Underarm deodorants — 2 — 0.2-5
Other personal hygiene 4 26 <0.1->5 —
Skin care
Cleansing creams, lotions, etc. 9 1 >1-5 0.1
Face and neck skin care . — . —
Body and hand skin care ! — >0.1-1 —
Moisturizers 2 4 >1-5 0.02-0.2
Night skin care 4 1 >1-5 —
Paste masks/mud packs — 1 — 0.3-2
Skin fresheners 1 — >0.1-1 —
Suntan preparations
Suntan gels, creams, and liquids 1 >1-5 0.08-0.2
Other suntan preparations 1 — >1-5 —
Total uses/ranges for Propylene Carbonate 295 178 <0.1->5 0.003-5

*These categories were combined originally, but are now separate.
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along with the most current information available on use and
concentration. The Panel noted that most of the newly available
data concern Vinyl Acetate. The Panel determined to not reopen
this safety assessment.

As given in the 9th edition of the International Cosmetic In-
gredient Dictionary and Handbook, the name of this ingredient
has been changed to VP/VA Copolymer (Pepe et al. 2002).

Based on voluntary reports provided by industry to FDA,
there were 114 reported uses of this ingredient in 1976 (Elder
1983) and 210 reported uses in 2002 (FDA 2002). Use concen-
trations from an industry survey (CTFA 2003) ranged from 0.3%
to 68%, but these data were clarified to note that the product re-
ported to contain 68% is no longer on the market. The actual
current use concentration range is 0.3% to 12%, which is in the
range of >0.1% to >50% reported in 1976 (Elder 1983).

Table 19 presents the available use and use concentration
information. The most current data now represent the present
practices of use.

The Panel acknowledged that inhalation of Vinyl Acetate is
associated with nasopharyngeal carcinoma. The mechanism of
action appears to be an irritant-hyperproliferative type which re-
quires a threshold dose. Two factors suggest that threshold doses
could not be achieved from inhalation of cosmetics. First, the
VP/VA Copolymer is stable, even under adverse environmental
conditions, so that there will be little, if any, Vinyl Acetate ac-
tually present, especially since the maximum use concentration
is 12%. Second, the effects of inhaled aerosols depend on the
specific chemical species, the concentration, the duration of ex-
posure, and site of deposition (Jensen and O’Brien 1993) within
the respiratory system. Particle size is the most important factor
affecting the location of deposition. The mean aerodynamic di-
ameter of pump hair spray particles is approximately 80 um, and
diameter of anhydrous hair spray particles is 60 to 80 um. Typ-
ically, less than 1% are below 10 pm, which is the upper limit
for respirable particles (Bowen 1999). Based on the particle size,
VP/VA Copolymers would not be respirable in formulation.

TABLE 19
Historical and current uses and use concentrations for VP/VA Copolymer

1976 uses 2002 uses 1976 use concentrations 2003 use concentrations
Product category (Elder 1983) (FDA 2002) (Elder 1983) % (CTFA 2003) %
Eye makeup
Eyeliner — — — 03
Eye shadow — — — 2
Mascara 2 2 >1-5 6-9
Other eye makeup — 8 — —
Noncoloring hair care
Hair conditioners 17 12 >1-50 0.3
Hair sprays 27 26 >0.1-10 2-4
Permanent waves 1 — >0.1-1
Shampoos 1 >0.1-50 7
Tonics, dressings, etc. 6 87 >0.1-25 4-12
Wave sets 50 12 >0.1->50 7
Other noncoloring hair care 4 52 >5-25 8
Hair coloring
Color sprays — 1 — 0.5
Bleaches 1 2 >1-5 —
Makeup
Foundations — — — 0.5
Makeup fixatives 1 — >0.1-1 4
Other makeup 4 >0.1-1 2
Nail care
Cuticle softeners 1 — >1-5 —
Skin care
Body and hand skin care — 1 — —
Paste masks/mud packs — 2 — 10
Other skin care preparations 1 — >1-5 68*
Total uses/ranges of VP/VA Copolymer 114 210 >0.1->50 0.3-12

*This product no longer is marketed, so this use concentration is not included in the total range.
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SAFFLOWER OIL

In 1985 the CIR Expert Panel concluded that this ingredient
is safe as a cosmetic ingredient in the present practices of use
(Elder 1985). Studies available since that safety assessment was
completed, along with the updated information regarding uses
and use concentrations were considered by the CIR Expert Panel.
The Panel determined not to reopen this safety assessment.

The terminology for this ingredient in the International
Cosmetic Ingredient Dictionary and Handbook (Gottshcalck
and McEwen 2004) has changed. Safflower Oil is currently
Carthamus Tinctorius (Safflower) Seed Oil.

Carthamus Tinctorius (Safflower) Seed Oil was used in 94
products in 1981, based on voluntary reports provided to FDA
by industry, and use concentrations ranged from less than 0.1%
to greater than 50% (Elder 1985). In 2002 there were 142 uses
(FDA 2002) and according to an industry survey the current
range of use concentrations is 0.00005% to 84% (CTFA 2004).

Table 20 presents the available use information. The most
recent information is now considered to be the present practices
of use and concentration.
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SODIUM BORATE AND BORIC ACID

In 1983, the CIR Expert Panel concluded that Sodium Borate
and Boric Acid, at concentrations <5%, are safe as cosmetic
ingredients when used as currently recommended, but that cos-
metic formulations containing free Sodium Borate or Boric Acid
should not be used on infant or injured skin (Elder 1983). Stud-
ies available since that safety assessment was completed, along

2! Available for review: Director, Cosmetic Ingredient Review, 1101
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60 SAFETY ASSESSMENTS—2004/2005

TABLE 20
Historical and current cosmetic product uses and concentrations for Carthamus Tinctorius (Safflower) Seed Oil

1981 uses 2002 uses 1981 concentrations 2003 concentrations
Product category (Elder 1985) (FDA 2002) (Elder 1985) % (CTFA 2004) %

Baby care
Lotions, oils, powders, and creams — — — 10
Bath
Oils, tablets, and salts >0.1-1 7
Other bath 2 1 >0.1-1 —
Eye makeup
Eye makeup remover 1 — >10-25 2
Mascara — — — 1
Other eye makeup 1 5 >0.1-1 6
Fragrances
Other fragrances — 1 — 5
Noncoloring hair care
Conditioners —
Sprays/aerosol fixatives 1
Rinses —
Shampoos —
Tonics, dressings, etc. —
Hair coloring
Other hair coloring — — — 1
Makeup
Blushers —
Foundations 6 2 >0.1-5 0.02-27
Lipsticks 4 18 <0.1-5 0.1-60
5
3

—_—

_
(9]
|
|

>5-10 —

— 0.00005-27

WD = N
|

Makeup bases
Other makeup
Nail care
Creams and lotions — 1 — —
Other nail care — — — 84
Shaving
Shaving cream — — — 0.01
Skin Care
Cleansing creams, lotions, etc. 7
Face and neck skin care . N
Body and hand skin care 15 =0.1-50
Foot powders and sprays —
Moisturizers 28
Night skin care 3
Paste masks/mud packs 1
Skin fresheners 1
1
7

1 >1-5 —

<0.1-10 0.001-5
0.5-8
034

—_
o\-lkw

<0.1- >50 0.2-20
>1-50 —
>5-10 72
>0.1-1 —
>25-50 —

16 <0.1- >50 0.03

Wrinkle smoothers:

Other

Suntan products

Suntan gels, creams, liquids and sprays 7 16 >0.1->50 0.1

Indoor tanning preparations — 1 — —

Total uses/ranges for Carthamus Tinctorius 94 142 <0.1->50 0.00005-84
(Safflower) Oil

*These categories were combined in 1981, but since have been separated.
**No longer a cosmetic product category.
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with the updated information regarding uses and use concen-
trations were considered by the CIR Expert Panel. The Panel
determined to not reopen this safety assessment.

Sodium Borate was used in 488 products in 1981, based on
voluntary reports provided to FDA by industry; use concentra-
tions ranged from less than 0.1% to greater than 50% (Elder
1983). In 2002 there were 280 uses (FDA 2002) and according
to an industry survey the current range of use concentrations is
0.1% to 3% (CTFA 2002).

Boric Acid was used in 142 ingredients in 1981, based on
voluntary reports provided to FDA by industry, and use concen-
trations ranged from less than 0.1% to greater than 50% (Elder
1985). In 2002 there were 77 uses (FDA 2002) and according
to an industry survey the current range of use concentrations is
0.1% to 2% (CTFA 2002).

Table 21 presents the available usage and use concentration
information as a function of cosmetic product category for both
ingredients.

Significant among the new studies considered by the CIR
Expert Panel are those on the reproductive and developmen-
tal toxicity of Boric Acid. Under the auspices of the National
Toxicology Program, Fail et al. (1991) reported results of a re-
productive assessment by continuous breeding protocol in which
Boric Acid administered to rats in their feed was determined to
be a reproductive toxicant. The NOAEL was suggested to be
110 mg/kg day~! and the LOAEL was 598 mg/kg day~!. Price
et al. (1997) reported results of another rat feeding study with a
NOEAL of 10 mg/kg day~! and a LOEAL of 13 mg/kg day~!
for decreased fetal body weight per litter. Yoshizaki et al. (1999)
reported that an oral study using rats resulted in a NOAEL of
50 mg/kg day~! and a LOAEL of 150 mg/kg day~! for reduced
sperm counts and the same NOAEL and LOAEL values for re-
duced implants and viable embryos.

The CIR Expert Panel considered that these findings do not
suggest any reason for concern in the context of current use
concentrations and the low dermal absorption through intact
skin. These findings reinforce the Panel’s prior determination
that these ingredients should not be used on damaged skin, i.e.,
skin in which the barrier function has been compromised by
disease or injury.
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TABLE 21

Historical and current uses and use concentrations for Sodium Borate and Boric Acid

Product category

1981 uses
(Elder 1983)

2002 uses
(FDA 2002)

1981 use concentrations
(Elder 1983) %

2002 use concentrations
(CTFA 2002) %

Baby care

Lotions, oils, powders, creams
Bath

Soaps and detergents
Bath oils, tablets, salts
Bubble baths

Eye makeup

Eyeliner

Eye shadow

Eye lotion

Eye makeup remover
Mascara

Other eye makeup
Fragrances

Other fragrances
Noncoloring Hair Care
Conditioners

Sprays

Straighteners
Permanent waves
Shampoos

Tonics, dressings, etc.
Wave sets

Other hair care

Hair coloring

Other hair coloring
Makeup

Blushers

Face powders
Foundations

Lipstick

Makeup bases

Other makeup

Nail care

Cuticle softeners

Nail creams and lotions
Oral hygiene
Dentifrices
Mouthwashes and breath fresheners
Personal hygiene
Underarm deodorants
Other personal hygiene
Shaving

Aftershave lotions
Shaving cream

Other shaving

N N

—_
W W O,

(O8]

—~S= k|

D

Sodium Borate

0.1-1

>0-0.1
1-50
10-50

0.1-5

0.1-1
>0-5
0.1-10
0.1-1

>0-1

0.1-1
1-5
1-5

0.1-10

0.1-1

>0-5

>0-1
0.1-10

0.1-1

0.1-1

0.1-1
0.1-1
0.1-5
0.1-1

>0-1
5->50

>0-0.1
0.1-5
0.1-1

0.2

0.2-0.5
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TABLE 21

Historical and current uses and use concentrations for Sodium Borate and Boric Acid (Continued)

1981 uses 2002 uses 1981 use concentrations 2002 use concentrations
Product category (Elder 1983) (FDA 2002) (Elder 1983) % (CTFA 2002) %
Skin care
Cleansing creams, lotions, etc. 144 68 >0-5 0.4-1
Depilatories 1 — 0.1-1 —
Face and neck skip care 710 11 ~0_5b —
Body and hand skin care 32 0.4-0.8
Moisturizers 47 31 >0-5 0.3-1
Night skin care 37 22 >0-1 0.4-0.9
Paste masks/mud packs 3 6 1-5 0.2-3
Fresheners 12 4 >0-1 0.3
Other skin care 1 23 >0->50 0.6-0.8
Skin lighteners® 1 NA“ 0.1-1 NA¢
Hormone products® 2 NA¢ 0.1-5 NA¢
Wrinkle smoothing® 4 NA¢ 0.1-5 NA®
Suntan
Suntan gels, creams, liquids 5 5 0.1-1 0.4
Other suntan — 3 — —
Total uses/ranges for Sodium Borate 488 280 >0->50 0.1-3

Boric Acid

Baby Care
Baby shampoos 1 — 0.1-1 —
Bath
Soaps and detergents 1 — 1-5
Oils, tablets, and salts 1 1 0.1-1 —
Bubble baths — — —
Eye makeup
Eye lotion 1 — 1-5 —
Eye makeup remover 3 4 0.1-5 —
Fragrances
Powders 13 7 - —
Other fragrances 1 — - —
Noncoloring hair care
Conditioners — 1 — 2
Permanent waves 13 5 0.1-5 —
Rinses 1 — 1-5 —
Shampoos 13 8 0.1-5 —
Tonics, dressings, etc. 3 1 >0-1 —
Wave sets 2 3 >0-5 —
Other hair care 3 0.1-5 —
Hair coloring
Coloring rinses 14 — 1-10 —
Bleaches — 3 — —
Other hair coloring 3 — 0.1-5 —
Makeup
Blushers 2 — 0.1-1 —
Face powders 1 1 0.1-1 —
Rouges 1 — 0.1-1 —
Makeup fixatives 2 2 1-5 —

(Continued on next page)
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TABLE 21
Historical and current uses and use concentrations for Sodium Borate and Boric Acid (Continued)

1981 uses 2002 uses 1981 use concentrations 2002 use concentrations
Product category (Elder 1983) (FDA 2002) (Elder 1983) % (CTFA 2002) %
Oral hygiene
Mouthwashes and breath fresheners 5 — >0-5 —
Personal hygiene
Underarm deodorants 5 2 1-10 —
Douches 5 1 >50 10¢
Other personal hygiene 1 2 0.1-1 —
Shaving
Aftershave lotions 5 5 >0-5 04
Preshave lotions 1 — >0-0.1 —
Shaving cream 6 4 0.1-5 0.1-1
Other shaving 1 1 0.1-1 —
Skin care
Cleansing creams, lotions, etc. 4 2 0.1-5 —
Face and neck skin care b — 0.1-5b —
Body and hand skin care 9 ’ —
Foot powders and sprays 1 — —
Moisturizers 4 2 0.1-5 0.5
Night skin care 1 1 0.1-1 —
Paste masks/mud packs 3 3 0.1-5 —
Skin fresheners 17 6 >0-5 —
Other skin care — 1 — —
Total uses/ranges of Boric Acid 142 77 >0->50 0.1-2

“Diluted to about 0.3% Sodium Borate during use.
bThese categories were combined in 1981 but are now separate.
“No longer considered as cosmetic product categories.

4Powder dissolved in water to produce a solution of about 0.1% Boric Acid before use.
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as boric acid, borax, and disodium octaborate tetrahydrate in human skin: A
summary. Biol. Trace Elem. Res. 66:111-120.
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Y. Ooshima. 1999. Availability of sperm examination for male reproductive
toxicities in rats treated with boric acid. J. Toxicol. Sci. 24:199-208.

SODIUM DEHYDROACETATE AND DEHYDROACETIC
ACID

A safety assessment of Sodium Dehydroacetate and Dehy-
droacetic Acid was published in 1985 with the conclusion that
these ingredients are safe as cosmetic ingredients in the present
practices of use and concentration (Elder 1985). Studies avail-
able since that safety assessment was completed, along with up-
dated information regarding uses and use concentrations were
considered by the CIR Expert Panel. The Panel determined to
not reopen this safety assessment.

Sodium Dehydroacetate was used in 260 products in 1981,
based on voluntary reports provided to FDA by industry; use con-
centrations ranged from less than 0.1% to 1% (Elder 1985). In
2002 there were 325 uses (FDA 2002) and according to an indus-
try survey the current range of use concentrations is 0.00003%
to 0.5% (CTFA 2002).

Dehydroacetic Acid was used in 139 products in 1981, based
on voluntary reports provided to FDA by industry; use concen-
trations ranged from less than 0.1% to 1% (Elder 1985). In 2002
there were 88 uses (FDA 2002) and according to an industry sur-
vey the current range of use concentrations is 0.007% to 0.7%
(CTFA 2002).

Table 22 presents the available use and concentration infor-
mation. The most recent information now constitutes the present
practices of use.
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SODIUM LAURYL SULFOACETATE

A safety assessment on Sodium Lauryl Sulfoacetate was pub-
lished in 1987 with the conclusion “On the basis of the available
data presented in this report, the Expert Panel concludes that
Sodium Lauryl Sulfoacetate is safe as a cosmetic ingredient in
the present practices of use and concentration” (Elder 1987).
Studies available since that safety assessment was completed,
along with updated information regarding uses and use con-
centrations, were considered by the CIR Expert Panel. After
reviewing the available data, the Panel determined to not reopen
this safety assessment.

Sodium Lauryl Sulfoacetate was used in 93 products in 1981,
based on voluntary reports provided to FDA by industry; use
concentrations ranged from >0.1% to >50% (Elder 1985). In
2002 there were 68 uses (FDA 2002) and according to an in-
dustry survey in 2004 the current range of use concentrations is
0.6% to 21% (CTFA 2004).

Table 23 presents the available use and concentration infor-
mation. The most recent information now constitutes the present
practices of use.

The CIR Expert Panel did note that Stepan Company had
submitted robust summaries and test plans on Sodium Lauryl
Sulfoacetate as part of EPA’s high production volume chemical
testing program. This submission argued that the only miss-
ing data were reproductive and developmental toxicity data.
The company proposed conducting such a study. Though the
Panel noted that there are no data in the published literature,
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TABLE 22
Historical and current uses and use concentrations for Sodium Dehydroacetate and Dehydroacetic Acid
1981 uses 2002 uses 1981 concentrations 2003 concentrations
Product category (Elder 1985) (FDA 2002) (Elder 1985) % (CTFA 2003) %
Sodium Dehydroacetate
Baby care
Lotions, oils, powders & creams — — — 0.6
Bath
Soaps and detergents — 2 — 0.0001
Qils, tablets, and salts 1 — <0.1 —
Eye makeup
Eyebrow Pencil — — — 0.2-0.3
Eyeliner 2 4 <0.1-1 0.05-0.5
Eye shadow 56 74 <0.1-1 0.05-0.3
Eye lotion — 3 — —
Eye makeup remover — 1 — 0.05
Mascara 13 16 <0.1-1 0.001-0.4
Other eye makeup 4 12 >0.1-1 0.0006-0.4
Fragrances
Powders 1 3 >0.1-1 —
Colognes and toilet waters — — — 0.001-0.5
Noncoloring hair care
Conditioners — — — 0.2
Shampoos — 2 — 0.2
Tonics, dressings, etc. 1 1 <0.1 —
Other noncoloring hair care — 4 — —
Hair coloring
Tints — 1 — —
Other hair coloring — 2 — —
Makeup
Blushers 22 15 <0.1-1 0.1-04
Face powders 23 31 <0.1-1 0.05-0.4
Makeup foundations 8 10 <0.1-1 0.0001-0.4
Makeup bases 14 6 >0.1-1 0.1
Leg and body paints — — — 0.1
Lipstick — 1 — 0.3
Rouges 2 — <0.1-1 —
Makeup fixatives — 1 — —
Other makeup 2 4 >0.1-1 0.0003-0.2
Nail care
Basecoats and undercoats — — — 0.02
Nail creams and lotions — 3 — —
Cuticle Softeners 4 2 >0.1-1 —
Creams and lotions 2 — <0.1-1 —
Polish and enamel — — — 0.2
Other nail care 1 — >0.1-1 0.2
Personal hygiene
Underarm deodorants — 2 — —
Shaving
Shaving cream 1 4 >0.1-1 —
Other shaving 1 1 >0.1-1 —

Aftershave lotions 1 1 <0.1 0.0003
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Historical and current uses and use concentrations for Sodium Dehydroacetate and Dehydroacetic Acid (Continued)

1981 uses 2002 uses

1981 concentrations 2003 concentrations

Product category (Elder 1985) (FDA 2002) (Elder 1985) (%) (CTFA 2003) (%)
Skin care
Skin-cleansing preparations 23 13 <0.1-1 0.0003-0.3
Face and neck skin care 4+ 4 <0.1-1* 0.008-0.2
Body and hand skin care 20 - 0.00003-0.5
Moisturizers 27 39 <0.1-1 0.001-0.3
Night skin care 7 5 <0.1 0.003-0.2
Paste masks/mud packs 4 6 <0.1-1 0.03-0.2
Fresheners 2 2 >0.1-1 —
Other skin care — 25 — 0.00003-0.1
Skin lighteners™* 2 B <0.1-1 —
Wrinkle smoothers™* 1 —* >0.1-1 —*
Suntan
Suntan gels, creams, and liquids 5 1 >0.1-1 0.2
Indoor tanning preparations 3 2 <0.1-1 0.4
Other suntan preparations 3 2 >0.1-1 0.1
Total uses/ranges for Sodium Dehydroacetate 260 325 <0.1-1 0.00003-0.6
Dehydroacetic Acid
Bath
Soaps and detergents — — — 0.03
Oils, tablets and salts 1 — <0.1 —
Bubble baths 2 1 <0.1 —
Eye makeup
Eyeliner 1 — >0.1-1 0.1
Eye shadow 11 4 <0.1-1 0.3
Eye lotion — — — 0.2
Eye makeup remover 8 5 <0.1-1 0.1
Mascara 1 — >0.1-1 0.2
Other eye makeup 9 — <0.1-1 —
Fragrances
Colognes and toilet waters 4 — <0.1 —
Perfumes 4 — <0.1 —
Noncoloring hair care
Shampoos 2 — <0.1 0.02-0.03
Tonics, dressings, etc. 2 1 <0.1-1 —
Makeup
Blushers 5 1 <0.1-1 0.05-0.2
Face powders 6 3 <0.1-1 0.7
Makeup foundations 13 3 <0.1-1 0.1
Makeup bases 1 — <0.1 —
Rouges 1 1 >0.1-1 —
Lipstick 1 — <0.1 —
Other makeup 1 — <0.1 0.07
Nail care
Cuticle softeners — 1 — —
Polish and enamel — 1 — —
Personal hygiene
Other personal hygiene — — — 0.03

(Continued on next page)
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TABLE 22
Historical and current uses and use concentrations for Sodium Dehydroacetate and Dehydroacetic Acid (Continued)
1981 uses 2002 uses 1981 concentrations 2003 concentrations
Product category (Elder 1985) (FDA 2002) (Elder 1985) % (CTFA 2003) %
Skin care
Cleansing creams, lotions, etc. 15 8 <0.1-1 0.007-0.02
Face and neck skin care 11 0.01-0.08
. 16* <0.1-1*
Body and hand skin care 9 0.03-0.05
Moisturizers 10 10 <0.1-1 —
Night skin care 5 2 <0.1-1 0.03
Paste masks/mud packs 3 6 <0.1-1 —
Skin fresheners 2 — <0.1 —
Other skin care 9 16 <0.1-1 0.03
Wrinkle smoothers™* 2 — <0.1 —
Suntan
Suntan gels, creams, and liquids 3 — >0.1-1 0.2
Indoor tanning preparation 5 — —
Other suntan preparations 1 — >0.1-1 —
Total Uses/Ranges for Dehydroacetic Acid Totals 139 88 <0.1-1 0.007-0.7

*These categories were combined in 1981 but are now separate.
**No longer considered as cosmetic product categories.

which suggest that the reproductive and developmental tox-
icity potential of Sodium Lauryl Sulfoacetate is an issue,
it was agreed that the results of the proposed reproductive
and developmental toxicity study would be considered when
available.
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SODIUM SESQUICARBONATE, SODIUM
BICARBONATE, AND SODIUM CARBONATE

A safety assessment of Sodium Sesquicarbonate, Sodium Bi-
carbonate, and Sodium Carbonate was published in 1987 with
the conclusion that these ingredients are safe as presently used
in cosmetic products (Elder 1987). Studies available since that
safety assessment was completed, along with updated informa-
tion regarding uses and use concentrations, were considered by
the CIR Expert Panel. After reviewing the available data, the
Panel determined to not reopen this safety assessment.

Sodium Sesquicarbonate was used in 111 products in 1981,
based on voluntary reports provided to FDA by industry; use
concentrations ranged from >1% to 50% (Elder 1985). In 2002
there were 24 uses (FDA 2002) and according to an industry
survey in 2004 the current range of use concentrations is 2.0%
to 90% (CTFA 2004).

Sodium Bicarbonate was used in 45 products in 1981, based
on voluntary reports provided to FDA by industry; use concen-
trations ranged from less than 0.1% to 50% (Elder 1985). In
2002 there were 70 uses (FDA 2002) and according to an in-
dustry survey in 2004 the current range of use concentrations is
0.006% to 95% (CTFA 2004).

Sodium Carbonate was used in 25 products in 1981, based
on voluntary reports provided to FDA by industry; use concen-
trations ranged from less than 0.1% to 25% (Elder 1985). In
2002 there were 21 uses (FDA 2002) and according to an in-
dustry survey in 2004 the current range of use concentrations is
0.000002% to 51% (CTFA 2004).

Table 24 presents the available use and concentration infor-
mation. The most recent information now constitutes the present
practices of use.
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TABLE 23
Historical and current cosmetic product uses and concentrations for Sodium Lauryl Sulfoacetate

1981 uses
(Elder 1987) (FDA 2002)

Product category

2002 uses 1981 concentrations 2004 concentrations

(Elder 1987) % (CTFA 2004) %

Baby care

Lotions, oils, powders, and creams
Bath

QOils, tablets and salts 1
Soaps and detergents
Bubble baths

Other bath

Fragrances

Other fragrances
Noncoloring hair care
Shampoos

Hair coloring
Bleaches

Nail care

Other nail care

Oral hygiene
Dentifrices 3
Other oral hygiene
Personal hygiene
Douches

Other personal hygiene 1
Shaving

Shaving cream
Skin care products
Cleansing creams, lotions, etc. 2
Body and hand skin care
Foot powders and sprays
Other skin care 1
Total uses/ranges for Sodium Lauryl Sulfoacetate

— — 1
13 >1-5 5-21
— — 0.64
21 >1->50 6-10
27 — 6-10
1 — 2

1 — 1-5
2 _ _
— — 4

1 >0.1-5 —
— — 0.7%
— — 2
— >0.1-1 2
— — 2

2 >1-25 4
— — 2
— — 3
— >5-10 —
68 >0.1->50 0.6-21

*A denture cleanser.
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TABLE 24
Historical and current uses and use concentrations for Sodium Sesquicarbonate, Sodium Bicarbonate, and Sodium Carbonate

1981 uses 2002 uses 1981 concentrations 2004 concentrations

Product category (Elder 1987) (FDA 2002) (Elder 1987) (%) (CTFA 2004) (%)

Sodium Sesquicarbonate

Bath

Oils, tablets, and salts
Soaps and detergents
Bubble baths

Capsules

Other bath

Fragrances

Other fragrances
Noncoloring hair care
Straighteners

Permanent waves
Personal hygiene

Other personal hygiene
Skin care

Foot powders and sprays
Total uses/ranges for Sodium Sesquicarbonate

Baby care

Lotions, oils, powders, and creams
Bath

Oils, tablets, and salts
Soaps and detergents
Bubble baths

Capsules

Other bath

Eye makeup

Eyebrow pencils
Eyeliners

Mascara

Other eye makeup
Fragrance

Powders

Noncoloring hair care
Conditioners
Straighteners
Permanent waves
Shampoos

Other noncoloring hair care
Hair-coloring products
Dyes and colors
Bleaches

Makeup

Foundations

Lipsticks

Nail care

Other

24

68
2

11

—_—

111

24

Sodium Bicarbonate

>1-50
>5-50
>10-25
>5-50
>5-10

>50
>1-10
>5-10

>1-50

<5-10

>10-25

<0.1-1

>0.1-10
>0.1-1
<0.1-1

>1-5

>25-50

2-90

35-59
2-90

30-64
25-54
5-52
49
1-64

0.2

0.04-0.1
0.2

20

10
0.09

0.1-10

0.09
0.03-1

39
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TABLE 24
Historical and current uses and use concentrations for Sodium Sesquicarbonate, Sodium Bicarbonate, and Sodium Carbonate
(Continued)
1981 uses 2002 uses 1981 concentrations 2004 concentrations
Product category (Elder 1987) (FDA 2002) (Elder 1987) (%) (CTFA 2004) (%)
Oral hygiene
Dentifrices 5 10 >1-50 3-95
Mouthwashes and breath fresheners — 2 — 0.1
Other oral hygiene — 1 — 0.5
Personal hygiene
Underarm deodorants 2 — >1-5 0.01-15
Douches 4 2 <0.1-25 —
Feminine deodorants — 2 — —
Other personal hygiene 4 3 <0.1-25 0.07-56
Shaving
Shaving cream — — — 0.006
Other shaving 1 1 <0.1 —
Skin care
Cleansing creams, lotions, etc. — — — 0.04-26
Face and neck skin care —* — —* 0.01-7
Body and hand skin care — 10
Foot powders and sprays — 4 — 25-56
Moisturizers — — — 04
Paste masks/mud packs 3 1 <0.1-50 61
Skin fresheners 2 2 <0.1-10 —
Other skin care 4 4 >10-25 2-5%*
Suntan products
Suntan gels, creams, liquids, and sprays — — — 0.2
Total uses/ranges for Sodium Bicarbonate 45 70 <0.1-50 0.006-95
Sodium Carbonate
Bath
Qils, tablets, and salts — 4 — 40-51
Soaps and detergents 2 1 >0.1-1 3-32
Bubble baths 4 — >10-25 7-39
Other — — — 0.009-39
Eye makeup
Eyebrow pencils — — — 0.2
Eye shadow — — — 0.3
Eye lotions — — — 0.004
Mascara — — — 0.2
Fragrances
Colognes and toilet waters — — — 0.03
Noncoloring hair care
Conditioners 1 2 >0.1-1 0.01
Straighteners 1 — >1-5 —
Permanent waves 1 1 >1-5 —
Shampoos 2 1 >0.1-1 0.08
Tonics, dressings, etc. — — — 0.000002-0.01
Wave sets — — — 1

(Continued on next page)
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TABLE 24
Historical and current uses and use concentrations for Sodium Sesquicarbonate, Sodium Bicarbonate, and Sodium Carbonate
(Continued)
1981 uses 2002 uses 1981 concentrations 2004 concentrations
Product category (Elder 1987) (FDA 2002) (Elder 1987) (%) (CTFA 2004) (%)
Hair coloring
Dyes and colors 1 2 >1-5 0.1-0.6
Rinses — — — 0.02
Bleaches 2 — >0.1-10 25
Other hair coloring — — — 1
Makeup
Blushers — — — 0.03
Foundations 1 1 <0.1 0.3
Lipsticks — — —
Nail care
Other nail care — — — 0.6
Oral hygiene
Dentifrices — — — 2
Other oral hygiene — — — 2%
Personal hygiene
Underarm deodorants — — — 0.002
Douches 1 >5-10 —
Other 2 >1-5 —
Skin care
Cleansing creams, lotions, etc. 2 1 <0.1 0.02-0.2
Face and neck skin care —* — —* 0.008
Body and hand skin care 1 —
Moisturizers 2 2 <0.1 —
Skin fresheners 1 — <0.1 —
Hormone preparations™* 1 N/A** <0.1 N/A**
Total uses/ranges for Sodium Carbonate 25 21 <0.1-25 0.000002-51

*This category was combined when the original safety assessment was performed and is now two separate categories.

**No longer included as a cosmetic product category.
**Denture cleanser.
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STEARYL ALCOHOL, OLEYL ALCOHOL, AND
OCTYLDODECANOL

A safety assessment of Stearyl Alcohol, Oleyl Alcohol, and
Octyldodecanol was published in 1985 with the conclusion “safe
as currently used in cosmetic products” (Elder 1985). New stud-
ies, along with the updated information in Table 25 regarding
uses and used concentrations, were considered by the CIR Ex-
pert Panel. The Panel determined not to reopen this safety as-
sessment.

Stearyl Alcohol was used in 425 cosmetic products in 1981,
based on voluntary reports provided to FDA by industry with
concentrations ranging from <0.1% to 50% (Elder 1985). In
2002, Stearyl Alcohol was reportedly used in 1063 cosmetic
products (FDA 2002). Concentration of use data from an indus-
try survey in 2003 indicated that Stearyl Alcohol was used in a
range from 0.002% to 56% (CTFA 2003).

The Panel noted that the Hannuksela (1988) report reviewed
the previous literature which included a report of positive patch
test reactions to Stearyl Alcohol as high as 44%. Although this
information raised some concern, Hannuksela (1988) did report
current data with a frequency of 11 positive tests out of over 1000
patch tests performed; a low frequency consistent with current
experience.

Oleyl Alcohol was used in 1018 cosmetic products in 1981,
with concentrations ranging from <0.1% to >50% (Elder 1985).
In 2002, Oleyl Alcohol was used in 343 cosmetic products (FDA
2002). Concentration of use data from a 2003 survey indicated
that Oleyl Alcohol was used in a range from 0.0002% to 18%
(CTFA 2003).

Although Tosti et al. (1996) reported a high proportion of 34
patients as positive to Oleyl Alcohol in a patch test, the Panel
indicated that such reactions are not seen in their experience.

Octyldodecanol was used in 371 cosmetic products in 1981,
with concentrations ranging from <0.1% to >50% (Elder 1985).
In 2002, Octyldodecanol was used in 814 cosmetic products
(FDA 2002). Concentration use data from 2003 indicted that
Octyldodecanol was used in a range from 0.006% to 85% (CTFA
2003).

Table 25 presents the available use information for Stearyl
Alcohol, Oleyl Alcohol, and Octyldodecanol. The most current
information now represents the present practices of use.
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TOLUENE

A safety assessment of Toluene was published in 1987 with
the conclusion that Toluene “is safe for cosmetic use at the
present practices of use and concentration” despite limited skin
exposure data (Elder 1987). Since then a large number of studies
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TABLE 25

Historical and current cosmetic product uses and concentrations for Stearyl Alcohol, Oleyl Alcohol, and Octyldodecanol

1981 uses 2002 uses 1981 concentrations 2003 concentrations

Product category (Elder 1985) (FDA 2002) (Elder 1985) % (CTFA 2003) %
Stearyl Alcohol

Baby care
Lotions, oils, powders, and creams 2 9 >0.1-1 0.6-2
Other baby care — 1 — 2
Bath
Soaps and detergents — 1 — 0.06
Bubble baths — — — 2
Other bath — 1 — 1-6
Eye makeup
Eyebrow pencils 1 — >1-5 3
Eyeliners — 3 — —
Eye shadow 24 6 <0.1-1 8
Eye lotions — 5 — 0.4-0.5
Eye makeup remover — — — 0.9
Mascara 2 5 >0.1-1 02-2
Other eye makeup 2 9 <0.1-1 5
Fragrances
Perfumes — — — 2
Powders — 1 — —
Sachets 26 1 >0.1-25 1
Other fragrances — 8 — 2
Noncoloring hair care
Conditioners 46 174 <0.1-10 0.02-8
Straighteners 2 7 >0.1-1, >5-10 2
Permanent waves 5 4 <0.1-1 3
Rinses 21 4 <0.1-5 3-5
Shampoos 1 23 >0.1-1 0.1-5
Tonics, dressings, etc. — 9 — 1-5
Other noncoloring hair care — 3 — 1-5
Hair coloring
Dyes and colors 1 259 >0.1-1 —
Tints — — — 4
Rinses — — — 2-5
Lighteners with color — 1 — —
Bleaches 5 25 >0.1-5 —
Other hair coloring 2 1 >1-5 2
Makeup
Blushers 15 — <0.1-1 2
Foundations 8 32 >0.1-1 0.8-3
Leg and body paints 3 — >0.1-1 —
Lipsticks 3 2 <0.1-1 0.2-3
Makeup bases 63 12 <0.1-5 0.6
Rouges 1 1 <0.1 —
Makeup fixatives 1 2 <0.1 —
Other makeup 2 6 <0.1-1 0.5-5
Nail care
Cuticle softeners 2 1 >0.1-1 2
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TABLE 25
Historical and current cosmetic product uses and concentrations for Stearyl Alcohol, Oleyl Alcohol, and Octyldodecanol
(Continued)
1981 uses 2002 uses 1981 concentrations 2003 concentrations
Product category (Elder 1985) (FDA 2002) (Elder 1985) % (CTFA 2003) %
Creams and lotions 1 2 >1-5 1
Other nail care — 1 —
Personal hygiene
Underarm deodorants 3 8 >25-50 13-25
Douches — — — 0.1
Other personal hygiene 10 66 >1-5, >10-25 —
Shaving
Aftershave lotions — 5 — 0.2-3
Beard softeners 1 — >5-10 —
Preshave lotions — — — 1
Shaving cream 6 7 >0.1-5 0.2-3
Other shaving 2 — <0.1-1 2
Skin care
Cleansing creams, lotions, etc. 39 52 <0.1-10 0.5-8
Depilatories 6 1 >1-5 1
Face and neck SklI'l care 36" 19 <0.1-10* 1-8
Body and hand skin care 96 0.002-9
Foot powders and sprays — 3 — 2-17
Moisturizers 50 106 <0.1-10 0.002-56
Night skin care 12 14 <0.1-5 0.002-3
Paste masks/mud packs 2 11 >0.1-5 0.8-6
Skin fresheners 1 2 >0.1-1 —
Other skin care 9 31 <0.1-10 0.02-12
Skin lighteners™* 6 NA** >0.1-10 NA**
Suntan products
Suntan gels, creams, liquids, and sprays 2 3 >0.1-1, >5-10 1-4
Indoor tanning preparations 1 19 >1-5 2-3
Other — 1 — 0.3
Total uses/ranges for Stearyl Alcohol 425 1063 <0.1-50 0.002-56
Oleyl Alcohol
Bath
Qils, tablets, and salts 17 1 <0.1-25 —
Soaps and detergents — 2 — 0.0003
Bubble baths 1 — >1-5 —
Capsules 1 — >5-10 1-5
Other bath 3 — >1-5 —
Eye makeup
Eyebrow pencils 1 — >5-10 —
Eyeliners 15 5 >1-25 0.4-0.5
Eye shadow 124 5 <0.1-25 1
Mascara 26 2 >1-5 —
Other eye makeup 8 2 >0.1-25 —
Fragrances
Colognes and toilet waters 2 — >0.1-1 —
Perfumes 5 1 <0.1, >1-5, >10-25 5
Sachets 2 1 >1-5 —
Other fragrances 9 1 >0.1-5 1-5

(Continued on next page)
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TABLE 25
Historical and current cosmetic product uses and concentrations for Stearyl Alcohol, Oleyl Alcohol, and Octyldodecanol
(Continued)
1981 uses 2002 uses 1981 concentrations 2003 concentrations
Product category (Elder 1985) (FDA 2002) (Elder 1985) % (CTFA 2003) %
Noncoloring hair care
Conditioners 9 26 >0.1-5 0.3-3
Sprays/aerosol fixatives — 3 — —
Straighteners 4 9 >1-5 1
Permanent waves — — — 3
Rinses — — — 18
Tonics, dressings, etc. 4 6 >0.1-5 0.34
Other noncoloring hair care 1 2 >1-5
Hair coloring
Dyes and colors 63 143 >1-5, >10-25 6-8
Tints 13 — >10-25 —
Bleaches 2 2 >1-5 —
Other hair coloring — 1 — —
Makeup
Blushers 13 2 >1->50 1-10
Face powders 1 — >1-5 —
Foundations 5 5 >0.1-5 0.5-5
Lipsticks 633 82 <0.1-> 50 —
Makeup bases 2 — >1-5, >10-25 —
Rouges 3 — >1-5, >10-25 —
Other makeup 10 5 >5-25 —
Nail care
Basecoats and undercoats — 1 — —
Nail polish and enamel removers 1 — >1-5 —
Personal hygiene
Underarm deodorants 2 — >1-5 0.0005
Feminine deodorants 1 1 >25-50 0.1
Other personal hygiene 2 2 >0.1-5 —
Shaving products
Aftershave lotions 2 2 >1-5 0.05
Preshave lotions 1 1 >0.1-1 —
Skin care
Cleansing creams, lotions, etc. 2 1 >1-5 —
Face and neck skin care 6 2 <0.1-10* 0.0002-3
Body and hand skin care 6 - 0.05
Foot powders and sprays — — — 2
Moisturizers 8 9 <0.1-25 4
Night skin care 2 1 >1-25 3
Paste masks/mud packs 2 2 <0.1-5 —
Skin fresheners 2 6 <0.1-1 —
Other skin care 4 — <0.1-25 3
Hormone preparations™* 1 NA** >10-25 NA**
Suntan products
Suntan gels, creams, liquids and sprays 5 3 >0.1-10 —
Total uses/ranges for Oleyl Alcohol 1018 343 <0.1->50 0.0002-18
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TABLE 25
Historical and current cosmetic product uses and concentrations for Stearyl Alcohol, Oleyl Alcohol, and Octyldodecanol
(Continued)
1981 uses 2002 uses 1981 concentrations 2003 concentrations
Product category (Elder 1985) (FDA 2002) (Elder 1985) % (CTFA 2003) %
Octyldodecanol
Bath
QOils, tablets, and salts 4 8 >5-10 1-30
Soaps and detergents 1 — <0.1 —
Eye makeup
Eyebrow pencils 1 10 >5-10 4
Eyeliners 14 202 >0.1-10 3-7
Eye shadow 82 17 >1-25 0.1-15
Eye lotions 1 — >25-50 —
Eye makeup remover 3 3 >1-5, >10-25 5
Mascara 1 — >1-5 1-3
Other eye makeup 4 20 >5-25 0.1
Fragrances
Perfumes 3 — >25-50 —
Powders 4 — >0.1-1 0.3
Sachets 6 — >25-50 —
Other fragrances 1 1 >5-10 —
Noncoloring hair care
Conditioners 3 11 >0.1-5 3-15
Sprays/aerosol fixatives 2 2 >0.1-5 —
Straighteners — — — 0.5
Rinses 2 3 >0.1-1 4-6
Tonics, dressings, etc. — — — 0.5-20
Other noncoloring hair care — — — 3
Hair coloring
Dyes and colors 41 84 >5-25 10
Rinses — — — 1
Color sprays — 1 — —
Other hair coloring — 1 — —
Makeup
Blushers 6 9 >1-25 15-23
Face powders 6 6 >0.1-10 8
Foundations — 20 — 5-16
Lipsticks 112 182 >0.1->50 3-82
Makeup bases 1 1 >0.1-1 —
Rouges 1 2 >10-25 10-20
Makeup fixatives 1 — >5-10 —
Other 2 23 >1-10 3-17
Nail care
Polishes and enamels — — — 2
Other nail care — — — 0.06
Personal hygiene
Underarm deodorants 1 3 >10-25 2-17
Douches — — — 0.4
Other personal hygiene 1 2 >1-5 1

Continued on next page
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TABLE 25
Historical and current cosmetic product uses and concentrations for Stearyl Alcohol, Oleyl Alcohol, and Octyldodecanol
(Continued)
1981 uses 2002 uses 1981 concentrations 2003 concentrations
Product category (Elder 1985) (FDA 2002) (Elder 1985) % (CTFA 2003) %
Shaving products
Aftershave lotions — 2 — 0.03-0.07
Preshave lotions 1 3 >0.1-1 —
Shaving cream 1 1 >0.1-1 0.4
Other — 3 —
Skin care
Cleansing creams, lotions, etc. 9 22 <0.1, >1-10 0.03-17
Face and neck skin care 19 0.03-85
Body and hand skin care 23 59 >0.1-50% 0.006-6
Moisturizers 14 35 <0.1-25 2-3
Night skin care 3 15 >1-5, >10-25 1
Paste masks/mud packs — 7 —
Other skin care 7 24 >1-25 0.03-14
Wrinkle smoothers™* 1 NA** >1-5 NA**
Skin lighteners™* 4 NA** >0.1-5 NA**
Suntan
Suntan gels, creams, liquids, and sprays 3 9 >5-25 3-59
Other suntan 1 4 >1-5
Total uses/ranges for Octyldodecanol 371 814 < 0.1->50 0.006-85

*This category was combined when the original safety assessment was performed and is now two separate categories.

**No longer included as a cosmetic product category.

have appeared in the scientific literature. These studies, along
with updated information regarding uses and use concentrations,
were considered by the CIR Expert Panel. Based on its consid-
eration of the available data, the Panel decided to not reopen this
safety assessment.

Toluene was used in 555 cosmetic products in 1981, based
on voluntary reports provided to FDA by industry with con-
centrations ranging from >10%-50% (Elder 1987). In 2002,
toluene was reportedly used in 59 cosmetic products (FDA
2002). Concentration of use data from an industry survey in 2003
indicated that Toluene was used in a range from 20% to 26%
(CTFA 2004).

Table 26 provides the available data on usage and use con-
centration as a function of cosmetic product category. The most
current information now represents the present practices of use.

Many of the newly available studies reported findings con-
sistent with the data in the original safety assessment.

New findings of adverse effects included the following ef-
fects: Toluene was ototoxic for guinea pigs; interferes with per-
formance and learning in neurotoxicity and behavior studies in
animals; increased numbers of litters with low birth weights pups
and adversely affected brain development; in cultured embryos
exposed to Toluene, yolk sac diameter, crown-rump length,
somite number, and protein concentration were significantly

TABLE 26
Historical and current cosmetic product uses and concentrations for Toluene

1984 uses 2002 uses 1984 concentrations 2003 concentrations
Product category (Elder 1987) (FDA 2002) (Elder 1987) % (CTFA 2004) %
Nail care
Basecoats and undercoats 32 21 >10-50 —
Polishes and enamels 501 23 >10-50 20-25
Polish and enamel removers — 2 — —
Other nail care 22 13 >10-50 26
Total uses/ranges for Toluene 555 59 >10-50 20-26
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reduced. A National Toxicology Program study concluded that
there was no evidence of carcinogenic activity for Toluene in
F344/N rats and B6C3F; mice.

The new adverse effects noted above appeared only at high
exposures. They were found only when animals were exposed
to Toluene vapor at a level of 10 to 10° ppm. Such exposures,
however, were not attainable in an exposure study of human
subjects using nail polish—those values ranged from 1-4 ppm.

The Panel recognized that other data indicate adverse effects
in the brain of Toluene abusers and in children born to mothers
who inhaled Toluene during pregnancy. Again, the nature of
these studies suggests high exposures and are not relevant to the
use of Toluene in cosmetic products.
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TOLUENESULFONAMIDE/FORMALDEHYDE RESIN

A safety assessment of Toluenesulfonamide/Formaldehyde
Resin (including Toluenesulfonamide/Formaldehyde Resin-80)
was published in 1986 with the conclusion that these ingredients
were safe as cosmetic ingredients in the present practices of
use and concentration (Elder 1986). Studies available since that
time, along with updated information regarding uses and use
concentrations, were considered by the CIR Expert Panel. Based
on its consideration of the available data, the Panel decided to
not reopen this safety assessment.

The terminology for this ingredient in the International
Cosmetic Ingredient Dictionary and Handbook has changed—
Tosylamide/Formaldehyde Resin is the current terminology
(Gottschalck and McEwen 2004).
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TABLE 27
Historical and current cosmetic product uses and concentrations for Tosylamide/Formaldehyde Resin

1981 uses

Product category (Elder 1986)

2002 uses
(FDA 2002)

2003 use concentrations
(CTFA 2004) %

1981 use concentrations
(Elder 1986) %

Tosylamide/Formaldehyde Resin

Nail care products

Basecoats and undercoats 31

Nail polishes and enamels 172

Other 8

Total uses/ranges for 211
Tosylamide/Formaldehyde Resin

Tosylamide/Formaldehyde Resin-80

Nail care products

Basecoats and undercoats (44) 5
Nail polishes and enamels (767) 344
Other (50) 7

Total uses/ranges for 356

Tosylamide/Formaldehyde Resin-80

— 1-10 8-11
29 <0.1-25 7-13
— 1-10 7-8
29 <0.1-25 7-13
— 1-10 —
— <0.1-25 —
— <0.1-25 —
29 <0.1-25 —

Tosylamide/Formaldehyde Resin was used in 211 cosmetic
products in 1981, based on voluntary reports provided to FDA by
industry with concentrations ranging from <0.1%-25% (Elder
1986). In 2002, stearyl alcohol was reportedly used in 29 cos-
metic products (FDA 2002). Concentration of use data from an
industry survey in 2003 indicated that Toluene was used in a
range from 7%—13% (CTFA 2004).

Tosylamide/Formaldehyde Resin-80 was used in 356 cos-
metic products in 1981, based on voluntary reports provided to
FDA by industry with concentrations ranging from <0.1%-25%
(Elder 1986). In 2002, there were no reports of use (FDA 2002),
nor did an industry survey in 2003 indicated any current use
concentrations (CTFA 2004).

Table 27 provides the available data on usage and use con-
centration as a function of cosmetic product category. The most
current information now represents the present practices of use
and concentration.

Case reports of allergic reaction to nail care products con-
taining Tosylamide/Formaldehyde Resin were consistent with
the data in the original safety assessment.
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TRAGACANTH GUM

A safety assessment of Tragacanth Gum was published in
1987 with the conclusion that these ingredients were safe as
cosmetic ingredients in the present practices of use and con-
centration (Elder 1987). Studies available since that time, along
with updated information regarding uses and use concentrations,
were considered by the CIR Expert Panel. Based on its consid-
eration of the available data, the Panel decided to not reopen this
safety assessment.
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TABLE 28
Historical and current cosmetic product uses and concentrations for Astragalus Gummifer Gum

1981 uses
(Elder 1987) (FDA 2002)

Product category

2002 uses 2004 concentrations

(CTFA 2004) %

1981 concentrations
(Elder 1987) %

Eye makeup

Eye shadow 3

Noncoloring hair care

Conditioners —
Tonics, dressings, etc. 1

Wave Sets —
Hair coloring

Hair Bleaches 2

Makeup

Blushers 2

Face Powders 6

Foundations 1

Rouges 1

Oral hygiene

Dentrifices 2

Shaving

Aftershave lotions 1

Preshave lotions 1

Skin care

Cleansing creams, lotions, etc. 1

Face and neck skin care

Body and hand skin care 2%
Moisturizers 1

Paste masks/mud packs

Total uses/ranges for Astragalus Gummifer Gum 29

— <0.1 —

1 <0.1 —
2 >0.1-1

1 >1-5 <3

— >1-5 —
— <0.1-1 —
— >0.1-1 —
— >0.1-1 —

2 >0.1-5 —

— >0.1-1 —
— >0.1-1 —

>0.1-1 —

— >0.1-1% —
— >0.1-1 —

1 >0.1-10 —

8 <0.1-10 <0.01%-<3

*This category was combined when the original safety assessment was performed and is now two separate categories.

The terminology for this ingredient in the Interna-
tional Cosmetic Ingredient Dictionary and Handbook has
changed—Astragalus Gummifer Gum is the current terminol-
ogy (Gottschalck and McEwen 2004).

Astragalus Gummifer Gum was used in 29 cosmetic products
in 1981, based on voluntary reports provided to FDA by industry
with concentrations ranging from <0.1% to 10% (Elder 1987).
In 2002, stearyl alcohol was reportedly used in 8 cosmetic prod-
ucts (FDA 2002). Concentration of use data from an industry
survey in 2004 indicated that Astragalus Gummifer Gum was
used at concentrations from <0.01% to <3% (CTFA 2004).

Table 28 provides the available data on usage and use con-
centration as a function of cosmetic product category. The most
current information now represents the present practices of use
and concentration.

In the original safety assessment, this ingredient was de-
scribed as derived from various Astragalus species, principally
Astragalus gummifer. More recent information suggests that As-
tragalus microcephalus may be another source of this gum. The
Panel suggested that the International Cosmetic Ingredient Dic-
tionary and Handbook should be updated to include specific

mention of Astragalus Microcephalus Gum, and a new name
adopted, if needed.

The Panel noted that pesticide impurities may form part of
the composition of this plant-derived ingredient and has advised
industry that the total (polychlorinated biphenyl) PCB/pesticide
contamination should be limited to not more than 40 ppm, with
not more than 10 ppm for any specific residue. The following
limitations for other impurities were also recommended: arsenic
(3 mg/kg max), heavy metals (0.002% max), and lead (5 mg/kg
max).
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VINYL ACETATE/CROTONIC ACID COPOLYMER

A safety assessment of the Vinyl Acetate/Crotonic Acid
Copolymer in 1983 concluded that this ingredient is considered
safe as a cosmetic ingredient under present practices of product
and concentration use (Elder 1983). New studies, along with
updated information regarding types and concentrations of use,
were considered by the CIR Expert Panel. The Panel determined
to not reopen this safety assessment.

The terminology for this ingredient in the Interna-
tional Cosmetic Ingredient Dictionary and Handbook has
changed—VA/Crotonates Copolymer is the current terminology
(Gottschalck and McEwen 2004).

VA/Crotonates Copolymer was used in 55 cosmetic products
in 1976, based on voluntary reports provided to FDA by indus-
try with concentrations ranging from >0.01% to 25% (Elder
1986). In 2002, VA/Crotonates Copolymer was used in 38 cos-
metic products (FDA 2002). Concentration of use data from an
industry survey in 2003 indicated that this ingredient was used
at concentrations from 0.05% to 11% (CTFA 2003).

Table 29 presents the available use information for
VA/Crotonates Copolymer. The most recent information now
constitutes the present practice of use and concentration.

The CIR Expert Panel acknowledged the use of Vinyl
Acetate/Crotonic Acid Copolymer in aerosol hair sprays. The ef-
fects of inhaled aerosols depend on the specific chemical species,
the concentration, the duration of exposure, and site of deposi-
tion within the respiratory system. Particle size is the most im-
portant factor affecting the location of deposition (Jensen and
O’Brien 1993). The mean aerodynamic diameter of pump hair
spray particles is >80 w, and the diameter of anhydrous hair
spray particles is 60 to 80 . Typically less than 1% are below
10 w, which is the upper limit for respirable particles (Bower
1999). Based on the particle size, Vinyl Acetate/Crotonic Acid
Copolymer would not be respirable in formulation. Therefore,
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TABLE 29
Historical and current cosmetic product uses and concentrations for VA/Crotonates Copolymer

1976 uses 2002 uses 1976 use concentrations 2002 use concentrations

Product category (Elder 1983) (FDA 2002) (Elder 1983, 1976) (%) (CTFA 2002b) (%)
Bath capsules — — — 9
Eye makeup remover — — — 9
Mascara — 5 — —
Hair conditioners 4 1 >1-10 —
Hair sprays (aerosol fixatives) 30 9 >.01-25 2-11
Hair straighteners — 1 — —
Tonics, dressings, and other hair-grooming aids 2 10 >1-5 0.05-4
Wave sets 9 3 >1-5 2
Other hair preparations (noncoloring) 10 9 >1-10 2-3
Hair dyes and colors (all types — — — 5

requiring caution statement and patch testing)
Moisturizing creams, lotions, and powders — — — 2
Total uses/ranges for VA/Crotonates Copolymer 55 38 >0.01-25 0.05-11

the Panel was not concerned about inhalation as a route of
absorption.

Although there were reports associating vinyl acetate with
nasopharyngeal carcinoma in rat inhalation studies, the amount
of residual vinyl acetate monomer in VA/Crotonates Copolymer
was below the no observed effect level. Additionally, studies
show that the reported carcinogenicity of vinyl acetate in rats
is through a nongenotoxic mechanism. Occupational studies in
which workers were exposure to vinyl acetate ranging from 5 to
10 ppm, with intermittent exposures near 50 ppm and acute ex-
posures to 300 ppm, showed no long-term chronic effects. These
data support the CIR Expert Panel’s confidence that vinyl acetate
is not a concern in the safety of VA/Crotonates Copolymer.
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TABLE 30
Historical and current cosmetic product uses and concentrations for Zinc Phenolsulfonate

1986 uses 2002 uses 1981 concentrations 2004 concentrations
Product category (CIR 1986) (FDA 2002) (CIR 1986) (%) (CTFA 2004) (%)
Fragrances
Powders 5 1 >0.1-5 —
Personal hygiene
Underarm deodorants 40 15 >0.1-5 4
Shaving
Aftershave lotions 4 2 >0.1-5 —
Shaving cream 3 — — —
Skin care
Skin cleansing creams, lotions, liquids, and pads 2 >0.1-5 —
Body and hand skin care preparations — 2 — —
Foot powders and sprays — 1 — 3
Moisturizers 1 1 <0.1 —
Paste masks/mud packs 1 — >1-5 —
Skin fresheners 9 — <0.1-5 —
Other 2 1 1-5 —
Total uses/ranges for Zinc Phenolsulfonate 67 23 <0.1-5 34
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ZINC PHENOLSULFONATE

A safety assessment of Zinc Phenolsulfonate published in
1986 concluded that this ingredient is considered safe as a cos-
metic ingredient under present practices of product and con-
centration use (Elder 1986). New studies, along with updated
information regarding types and concentrations of use, were
considered by the CIR Expert Panel. The Panel determined to
not reopen this safety assessment.

Zinc Phenolsulfonate was used in 67 cosmetic products in
1981, based on voluntary reports provided to FDA by industry

with concentrations ranging from <0.1 to 5% (Elder 1986). In
2002, Zinc Phenolsulfonate was used in 23 cosmetic products
(FDA 2002). Concentration of use data from an industry survey
in 2004 indicated that this ingredient was used at concentrations
from 3 to 4% (CTFA 2004).

Table 30 presents the available use information for Zinc Phe-
nolsulfonate. The most recent information now constitutes the
present practice of use and concentration.
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