
Internationalfournal of Toxicology, 27(Suppl. 1):77—142, 2008
Copyright © American College of Toxicology
ISSN: 1091-5818 print I 1092-874X online
DOT: lO.1080/109T58T0802032362

Annual Review of Cosmetic Ingredient Safety Assessments:
2005/20061

The Cosmetic Ingredient Review (CIR) program Expert
Panel has assessed the safety of over 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 to
uncover such new data.

In some cases, newly available data are largely redundant
with the data available in the original safety assessment. In other
cases, new data present new safety issues. If after considering
the newly available information, the Cifi Expert Panel decides
to not reopen a safety assessment, this finding, along with any
background material, is summarized and announced publicly.
To assure that the scientific community is aware of any new
information and the decision not to 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lished literature and includes any unpublished data made avail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
2005/2006, and determined not to reopen are:

4-Amino-2-Hydroxytoluene
m, o, and p-Aminophenol
Arachidyl Propionate
Benzallconium Chloride
Cetearyl, Cetyl, Isostearyl, Myristyl, and Behenyl Alcohol
Diazolidinyl Urea
Disperse Black 9
DMDM Hydantoin
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Ethyl Acetate and Butyl Acetate
Methylene Chloride
2-Methyl-5-Hydroxyethylaminophenol
2-Methylresorcinol and Resorcinol
Petroleum Distillate
Phenethyl Alcohol
Polyquaternium- 10
Retinyl Palmitate and Retinol
Sodium Cocoamphoacetate, Sodium Cocoamphopropionate,

Disodium Cocoamphodiacetate and Disodium Cocoam
phodipropionate

Sorbic Acid and Potassium Sorbate
Steareth-2,4,6,7,l0,13,15, and -20
Tallow, Tallow Glyceride, Tallow Glycerides, Hydrogenated

Tallow Glyceride, and Hydrogenated Tallow Glycerides

Among these are several cosmetic ingredients used in hair
dye products (4-Amino-2-Hydroxytoluene; m, o, and p
Aminophenol; Disperse Black 9; 2-Methyl-5-Hydroxyethyl-
aminophenol; 2-Methylresorcinol; and Resorcinol). Hair dyes
may be broadly grouped into oxidative (permanent) and direct
(semipermanent) hair dyes. The oxidative dyes consist of pre
cursors mixed with developers to produce color, whereas direct
hair dyes are a preformed color.

Although the safety of individual hair dye ingredients are not
addressed in epidemiology studies that seek to determine links,
if any, between hair dye use and disease, such studies do provide
broad information and have been considered by the CIR Expert
Panel.

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.

Rollison et al. (2006) reviewed the available epidemiology
literature published since 1992. The authors found that hair dye
exposure assessment ranged from ever/never use to informa
tion on type, color, and duration and frequency of use. The au
thors found insufficient evidence to support a causal association
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between personal hair dye use and a variety of tumors and can
cers. The review highlighted well-designed studies with an ex
posure 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 acute leukemia, blad
der cancer, multiple myeloma, and non-Hodgkin’s lymphoma.
These findings, however, were not consistently observed across
studies.

The CIR Expert Panel did specifically note reports from a
case-control study (Gago-Dominguez et al. 2001, 2003), which
did suggest a possible genetically susceptible subgroup, which
detoxify arylamines to a lower degree than the general popula
tion. The study authors hypothesized that this subgroup may be
at greater risk of bladder cancer from hair dye exposure. Rol
lison et al. (2006) noted that these results were based on small
sample sizes.

Several studies published since 2003 also have been consid
ered. Discussion of the available hair dye epidemiology data is
also available at http://www.cir-safety.org!findings.shtml.

Hair Dye Epidemiology
Bladder Cancer

Andrew et al. (2004) reported a case-control study of New
Hampshire residents whose bladder cancers were entered into a
state registry from 1994 to 1998. A follow-up study by Kelsey
et al. (2005) examined the links between those bladder can
cer cases with an inactivated tumor suppressor gene (TP53)
and various exposures. Huncharek and Kupelnick (2005) per
formed a meta-analysis of six case-control and one cohort study.
Takkouche et al. (2005) performed a meta-analysis of the An
drew et al. (2004) study and nine other personal use case-control
or cohort studies. Ji et al. (2005) reported a cohort occupational
study not included in the above meta-analyses. Kogevinas et al.
(2006) presented evidence from a case-control study in Spain.
Lin et al. (2006) presented a case-control study of personal per
manent hair dye use. Serretta et al. (2006) reported preliminary
results from a multicentric study.

Lymphoma and Leukemia
Rauscher et al. (2004) reported a U.S./Canadian case-contol

study of adult acute leukemia. Zhang et al. (2004) and Zheng
et al. (2004) examined the relationship of hair dye use or diet
with non-Hodgkin’s lymphoma in a case-control study in Con
necticut. Takkouche et al. (2005) reported a meta-analysis of re
ports of hematopoietic cancers, including that by Rauscher et al.
(2004) and Zhang et al. (2004) and 17 other studies. Mester
et al. (2005) reviewed 10 epidemiology studies regarding the
relationship between occupational exposure in hairdressing and
diseases of the malignant lymphoma group. A case-control study
in Spain by Benavente et al. (2005) examined the association be
tween lifetime hair dye exposure with various lymphomas, in
cluding chronic lymphocytic leukemia. de Sanjosé et al. (2006)
reported on the association between personal use of hair dyes

and lymphoid neoplasm using data from a European multicenter
case-control study.

Other Cancers
Takkouche et al. (2005) included breast cancer and childhood

cancers in their meta-analysis. Efard et al. (2005) studied the
association between the use of hair-coloring agents the month
before or during pregnancy with childhood brain tumors in 1218
cases between 1976 and 1994. Heineman et al. (2005) studied
112 women in Nebraska newly diagnosed with brain cancer
(glioma). McCall et al. (2005) reported on the relationship be
tween childhood neuroblastomas and maternal hair dye use in
538 children born between 1992 and 1994 in the United States
and Canada.

Other Diseases
Park et al. (2005) reported an occupational case-control study

of neurodegenerative diseases, including Alzheimer’s disease,
presenile dementia and motor neuron disease.

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 can
cer and other end points. The Expert Panel also stated that use
of direct 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.

The Panel recognizes that hair dye epidemiology studies do
not address the safety of individual hair dyes, but is concerned
that studies have demonstrated an association between use of
oxidative/permanent hair dyes and some cancer endpoints. The
Panel, therefore, strongly supports the need to replicate these
studies, along with further studies to examine the possibility of
susceptible subpopulations.
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4-Amino-2-Hydroxytoluene

CONCUJSION
In its original safety assessment of 4-Amino-2-

Hydroxytoluene (Elder 1989), the Cosmetic Ingredient
Review (CIR) Expert Panel stated that this ingredient was safe
as used in cosmetic products. The Expert Panel considered
newly available studies since that assessment, along with
updated information regarding types and concentrations of use.
The Panel confirmed the safety of 4-Amino-2-Hydroxytoluene
in the practices of use and concentrations as given in Table 1,
and did not reopen the safety assessment.

DISCUSSION
4-Amino-2-Hydroxytoluene is a component in oxidative hair

dyes used in 960 hair-coloring products in 1986, based on
voluntary reports submitted to the Food and Drug Adminis
tration (FDA) by industry, with concentrations of use rang
ing from 0.1% to 5% (Elder 1989). In 2006, 4-Amino-2-
Hydroxytoluene was reportedly used in 641 cosmetic products
(FDA 2006). Data from an industry survey in 2006 indicated that
4-Amino-2-Hydroxytoluene was used at concentrations ranging
from 0.2% to 2% (CTFA 2006). The available usage and use
concentration data are given in Table 1 as a function of product
category.

The Panel noted that new mutagenesis data were available,
but determined that these data indicate a weak mutagenicity
potential.

The CIR Expert Panel has concluded that the available epi
demiology studies are insufficient to conclude there is a causal
relationship between hair dye use and cancer and other end
points; see Hair Dye Epidemiology for a discussion and list of
references. A presentation of the available hair dye epidemiol
ogy data is available at http://www.cir-safety.org/findings.shtml.

The Expert Panel recognizes that 4-Amino-2-Hydroxy-
toluene is used as a hair dye ingredient and may be a sensitizer.

TABLE 1
Current and historical uses and concentrations of 4-Amino-2-Hydroxytoluene in cosmetics

1986 2006
1986 ingredient 2006 ingredient concentrations concentrations

Product uses uses (Elder 1989) (CTFA 2006)
category (Elder 1989) (FDA 2006) (%) (%)

Hair dyes and colors 960° 628 0.1 — 5° 0.2—2
Tints

— 12
Lighteners with color

— 1
—

Total uses/ranges for 960 641 0.1—5 0.2—2
4-Amino-2-Hydroxytoluene

am 1986, separate listings for tints and lighteners were not provided; all uses in this category were listed as hair dyes and colors.
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However, hair dyes containing this ingredient, as coal tar hair
products, are exempt from the principle adulteration provision
and from the color additive provisions in sections 601 and 706 of
the Federal Food, Drug, and Cosmetic Act, when the label bears
a caution statement and patch test instructions for determining
whether the product causes skin irritation. The Expert Panel
expects that following this procedure will identify prospective
individuals who have had an irritation/sensitization reaction and
allow them to avoid significant exposure.

The Panel also is aware that the National Toxicology Program
(NTP) has an evaluation scheduled for this ingredient. When
information from the NTP is available this ingredient again will
be re-reviewed.
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CONCLUSION

m-, o- and p-Aminophenol

In its original safety assessment of m-, o- and p- Aminophe
nol (Elder 1988), the Cosmetic Ingredient Review (CIR) Expert
Panel stated that these ingredients were safe as used in cosmetic
products. The Expert Panel considered newly available studies
since that assessment, along with updated information regarding
types and concentrations of use. The Panel confirmed the safety
of m-, o- and p- Aminophenol in the practices of use and con
centrations, as given in Table 2, and did not reopen the safety
assessment.

DISCUSSION
m-, o-, and p-Amiriophenol are components in oxidative hair

dyes used in 278, 75, and 402 hair-coloring products in 1981,
based on voluntary reports submitted to FDA by industry, with
concentrations of use ranging from <0.1% to 5%, <0.1% to 5%,
and <0.1% to 5%, respectively (Elder 1988). In 2002, m-, o-,
and p-Aminophenol were reportedly used in 855, 89, and 1024
cosmetic products, respectively (FDA 2002). Data from an in
dustry survey in 2005 indicated that m-, o-, and p-Aminophenol
were used at concentrations ranging from 0.2% to 2%, 0.2% to
2%, and 0.3% to 0.9%, respectively (CTFA 2005). The avail
able usage and use concentration data are given in Table 2 as a
function of product category.

The Panel noted that the discussion in the original review
explained that there were likely sufficient endogenous stores
of glutathione to inactivate potentially genotoxic aminophe
nol metabolites. Among the additional studies reviewed by the
Panel, however, were several in which glutathiorie conjugates
produced by the reaction with aminophenols was nephrotoxic at
high doses. Because of the short duration of contact with these
oxidative hair dyes and the time needed for diffusion across
the stratum corneum, the actual concentration of aminophenols
in the skin is low relative to the amount in the hair dye prod
uct. Because the level in the hair dye product is already low,
the Panel does not consider it likely that glutathione conjugates
could reach nephrotoxic levels.

The CIR Expert Panel has concluded that the available epi
demiology studies are insufficient to conclude there is a causal

TABLE 2
Current and historical uses and concentrations of m-, o-, and p-Aminophenol in cosmetic products

1981 2005
1981 2002 concentrations concentrations

ingredient uses ingredient uses (Elder 1988) (CTFA 2005)
Product category (Elder 1988) (FDA 2002) (%) (%)

m-Aminophenol
Hair dyes and colors 276 846 < 0.1—5 0.2—2%
Hair tints 2 7 0.1 —

Hair colors sprays (aerosol)
— 1

— —

Basecoats and undercoats
— 1

— —

Total uses/ranges for m-Aminophenol 278 855 0.1—5 0.2—2%
o-Aminophe1201

Hair dyes and colors 65 88 < 0.1—1 0.7—2%
Hair tints 10 1 < 0.1 —

Hair rinses (coloring)
—

—
— 0.2%

Total uses/ranges for o-Aminophenol 75 89 0.1—1 0.2—2%
p-An7inophenol

Hair dyes and colors 396 1015 < 0.1—1 0.3—0.9%
Hairtints 6 8 < 0.1

—

Hair colors sprays (aerosol)
— 1

—
—

Total uses/ranges of p-Aminophenol 402 1024 0.1—1 0.3—0.9%
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relationship between hair dye use and cancer and other end
points endpoints - see introduction for a discussion and list of
references. A discussion of the available hair dye epidemiology
data is available at http://www.cir-safety.org/findings.shtml.

The Expert Panel recognizes Ihat m-, o-, and p-Aminophenol
may be sensitizers. However, hair dyes containing these ingre
dients, as coal tar hair products, are exempt from the principle
adulteration provision and from the color additive provisions in
sections 601 and 706 of the Federal Food, Drug, and Cosmetic
Act, when the label bears a caution statement and patch test
instructions for determining whether the product causes skin ir
ritation. The Expert Panel expects that following this procedure
will identify prospective individuals who have had an irrita
tion/sensitization reaction and allow them to avoid significant
exposure.
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Arachidyl Propionate

CONCWSION
In a safety assessment of Arachidyl Propionate (Elder 1990),

the Cosmetic Ingredient Review (CIR) Expert Panel stated that
this ingredient was safe as used in cosmetic products. The Expert
Panel reviewed newly available studies since that assessment,
along with updated information regarding types and concen
trations of use. The Panel confirmed the safety of Arachidyl
Propionate in the practices of use and concentrations as given in
Table 3, and did not reopen the safety assessment.

TABLE 3
Current and historical cosmetic product uses and concentrations for Arachidyl Propionate

1981 2006
1981 ingredient 2005 ingredient concentrations concentrations

uses uses (Elder 1990) (CTFA 2006)
Product category (Elder 1990) (FDA 2006) (%) (%)

Eye makeup
Eyebrow pencils — — — 5

Fragrance products
Other 1 1 <5 —

Noncoloring hair care products —

Other — 4 — —

Makeup
Foundations — 2 — 2
Lipsticks 24 8 5—b 0.5—7
Makeup bases 2 — —

Other 1 — —

Nail care products
Nail polishes and enamels — — — 0.04
Other — — — 0.04

Personal hygiene products
Other — — — 0.001

Shaving products
Aftershave lotions — — 0.002

Skin care products
Skin cleansing creams, lotions, liquids, and pads — — 0.002
Face and neck creams, lotions, powder, and sprays 3a 3

< a 2
Body and hand creams, lotions, powder, and sprays 12 — 0.002—3
Moisturizers 3 3 5 2
Night creams, lotions, powder, and sprays — 4 — —

Other — 7

Total uses/ranges for Arachidyl Propionate 31 47 3—10 0.001—7

‘These categories were combined when the original safety assessment was performed and are now two separate categories.
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DISCUSSION
Arachidyl Propionate was used in 31 cosmetic products in

1981, based on voluntary reports provided to FDA by indus
try, with concentrations of use ranging from 3% to 10% (Elder
1990). In 2005, Arachidyl Propionate was reportedly used in
47 cosmetic products (FDA 2006). Data from an industry sur
vey in 2006 indicated that Arachidyl Propionate was used at
concentrations ranging from 0.001% to 7% (CTFA 2006).
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CONCLUSION

Benzalkonium Chloride

In a safety assessment of Benzalkonium Chloride (Elder
1989), the Cosmetic Ingredient Review (CIR) Expert Panel
stated that Benzalkonium Chloride, at concentrations up to
0.1% free, active ingredient, is safe as a cosmetic ingredient
as presently used. The Expert Panel reviewed newly available
studies since that assessment, along with updated information re
garding types and concentration of use, noting that these studies
were similar to those already included in the original safety as
sessment and, therefore, raised no new safety issues. The Panel
confirmed the safety of Benzalkonium Chloride at concentra
tions up to 0.1% free, active ingredient and did not reopen the
safety assessment.

DISCUSSION
Benzalkonium Chloride was used in 83 products in 1986,

based on voluntary reports provided to FDA by industry, at con
centrations of 0. 1% to 5% (Elder 1989). Data provided to FDA
in 2006 indicated that Benzalkonium Chloride was used in 89
products (FDA 2006). Current use concentration data from a
cosmetics industry survey indicated that Benzalkonium Chlo
ride is being used in cosmetics at concentrations ranging from
0.01% to 0.5% (CTFA 2006). The available usage and use con
centration data are given in Table 4 as a function of product
category.

It appears that the maximum reported use concentration of
0.5% (i.e., 0.5% Benzalkonium Chloride in a liquid towelette
[personal hygiene product]) exceeds the Panel’s 0.1% concen
tration limit for Benzalkonium Chloride, which is based on skin
irritation and sensitization potential. However, it was determined
that this is not a concern because Benzalkonium Chloride is
bound in the liquid towelette product, and, therefore, the con
centration that comes in contact with the skin would be expected
to be <0.1%.

The Panel recognizes that there are data gaps regarding use
and concentration of this ingredient. However, the overall infor
mation available on the types of products in which this ingredient
is used and at what concentration indicate a pattern of use, which
was considered by the Expert Panel in assessing safety.

The Panel noted that Benzalkonium Chloride can increase
the dermal penetration of other chemicals (e.g., betamethasone
phosphate). The CIR Expert Panel advised formulators to con
sider this if the other ingredients in a formulation include those
found safe by CIR on the basis that they did not penetrate the
skin.
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TABLE 4
Historical and current cosmetic product uses and concentrations for Benzalkonium Chloride

1986 1986 2006
uses concentrations concentrations

(Elder 2006 uses (Elder 1989) (CTFA 2006)
Product category 1989) (FDA 2006) (%) (%)

Baby products 40 0.1ia
Shampoos 0.03
Lotions, oils, powders, and creams 0.03—0.1
Other 2 0.03

Bath products
Soaps and detergents 0.1

Eye makeup 6a S 0.l—l
Eyebrow pencils 0.02
Eyeliners 0.02
Eye shadow 0.02
Eye lotion 1 0.02
Eye makeup remover 10 0.01—0.05
Mascaras 0.02—0.1
Other 0.02

Fragrance Products
Colognes and toilet waters 1 0.1
Perfumes 0.1
Powders 0.08—0.1
Sachets 0.1
Other 0.1

Noncoloring hair products 450 S 0.1 — 5’
Conditioners 12 0.05
Straighteners 0.1
Permanent waves 0.1
Rinses 2 0.1
Shampoos 0.1
Tonics, dressings, etc. 7 0.02—0.05

Hair-coloring products
Dyes and colors 0.02
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Lighteners with color — 0.02
Bleaches 1 0.02

Makeup
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Face powders 0.1
Foundations 0.1
Makeup bases 0.1
Makeup fixatives 0.1
Other 0.1

Nail care products
Cuticle softeners — 0.1
Creams and lotions 1 —

Other 1 - 0.01—0.1
(Continued on next page)
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TABLE 4
Historical and current cosmetic product uses and concentrations for Benzalkonium Chloride (Continued)

1986 1986 2006
uses concentrations concentrations

(Elder 2006 uses (Elder 1989) (CTFA 2006)
Product category 1989) (FDA 2006) (%) (%)
Oral hygiene products

Mouthwashes and breath fresheners
—

—
— 0.03

Personal hygiene products 1 i” < 0.1 —

Underarm deodorants 1 0.1
Douches

— 0.1
Feminine deodorants

— 0.1
Other 1 0105b

Shaving products
Aftershave lotions

— — 0.1
Shaving cream

— —
— 0.1

Shaving soap
—

— 0.1
Skin care products

Skin cleansing creams, lotions, liquids, and pads 6 17 < 0.1 — 1 0.05—0.1
Depilatories

—
— 0.1

Face and neck creams, lotions, powder, and sprays — 3 — 0.06—0.1
Body and hand creams, lotions, powder, and sprays
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Moisturizers 4 1 < 0.1 — 1 0.1
Night creams, lotions, powders, and sprays

— 1 0.1 — 1 0.1
Paste masks/mud packs
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Skin fresheners

— 5 0.1
Other 7 2 < 0.1 — 1 0.1

Suntan products
Suntan gels, creams, and liquids

— 1
—

Total uses/ranges for Benzalkonium Chloride 83 89 0.1 — 5 0.0 1—0.5
aThese categories were combined when the original safety assessment was performed and are now two or more separate categories.b05% in a towelette product.
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Cetearyl Alcohol, Cetyl Alcohol, Isostearyl
Alcohol, Myristyl Alcohol, and Behenyl Alcohol

CONCWSION
In a safety assessment of Cetearyl Alcohol, Cetyl Alcohol,

Isostearyl Alcohol, Myristyl Alcohol, and Behenyl Alcohol (El
der, 1988), the Cosmetic Ingredient review (CIR) Expert Panel
stated these cosmetic ingredients were safe in the present prac
tices of use. The Expert Panel reviewed newly available studies
since that assessment, along with updated information regard
ing types and concentrations of use. The Panel confirmed the
safety of Cetearyl Alcohol, Cetyl Alcohol, Isostearyl Alcohol,
Myristyl Alcohol, and Behenyl Alcohol in the practices of use
and concentrations as given in Table 5, and did not reopen the
safety assessment.

DISCUSSION
Cetearyl Alcohol was used in 56 cosmetic products in 1982,

based on voluntary reports provided to FDA by industry, with use
concentrations ranging from >1% to 25% (Elder 1988). In 2006,
Cetearyl Alcohol was reportedly used in 1435 cosmetic products
(FDA 2006). Data from an industry survey in 2005 indicated
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TABLE 5
Current and historical cosmetic product uses and concentrations for Cetearyl Alcohol, Cetyl Alcohol, Isostearyl Alcohol,

Myristyl Alcohol, and Behenyl Alcohol

1982 2005
1982 ingredient 2006 ingredient concentrations concentrations

uses uses (Elder 1988) (CTFA 2005)
Product category (Elder 1988) (FDA 2006) (%) (%)

Cetearyl Alcohol
Baby products

Shampoos i
Lotions, oils, powders, and creams 2 <0.3—5
Other 1 1

Bath products
Oils, tablets, and salts — — — 0.001—0.1
Soaps and detergents 1 3 >10—25 0.004—2
Bubble baths 0.00 1
Other 5 4

Eye makeup
Eyebrow pencils
Eyeliners 1 0.4—7
Eye shadow 1 0.4
Eye lotions 2 1—5
Eye makeup remover 1 1 >1—5 2—3
Mascara 1 2 >1—5 0.8—3
Other 2 0.9

Fragrance products
Colognes and toilet waters 0.0002—1
Perfumes 9
Other 8 5

Noncoloring hair care products
Conditioners 6 152 >0.1—10 0.05—9
Sprays/aerosol fixatives — — 0.6—2
Straighteners 3 16 >5—10 5—7
Permanent waves 11 — —

Rinses 1 9 >0.1—1 8
Shampoos 1 9 >1—5 0.2—14
Tonics, dressings, etc. — 8 — 4—10
Wave sets 5 4
Other 28 0.7—6

Hair-coloring products
Dyes and colors 579 2—15
Tints 26
Rinses 3
Color sprays 2 —

Lighteners with color 10
Bleaches 9 2—9
Other 43

Makeup
Blushers 2—5
Face powders — 1 —

Foundations 2 10 >0.1—1 1—6
Lipsticks 13 2—6

(Continued on next page)
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TABLE 5
Current and historical cosmetic product uses and concentrations for Cetearyl Alcohol, Cetyl Alcohol, Isostearyl Alcohol,

Myristyl Alcohol, and Behenyl Alcohol (Continued)

1982 2005
1982 ingredient 2006 ingredient concentrations concentrations

uses uses (Elder 1988) (CTFA 2005)
Product category (Elder 1988) (FDA 2006) (%) (%)

Makeup bases 1 3
Rouges 1 >0.1—1
Other 1 3 >1—5 0.5—6

Nail care products
Cuticle softeners 1
Nail polishes and enamels 0.8—8
Other 1

Personal hygiene products
Underarm deodorants 1 0.3—6
Other 1 6 >5—10 0.4—4

Shaving products
Aftershave lotions 2 2 >0.1—1 0.001—2
Shaving cream 4 2 >1—5 0.001—10
Other 0.8

Skin care products
Skin cleansing creams, lotions, liquids, and pads 4 53 > 1—5 0.5—5
Depilatories 15 3—8
Face and neck creams, lotions, powder, and sprays

1 1b 46
>0 1_10b 1—6

Body and hand creams, lotions, powder, and sprays 105 . 1—13
Foot powders and sprays 4 6
Foot creams 1—9
Moisturizers 7 122 >0.1—25 0.6—10
Night creams, lotions, powder, and sprays 2 16 >1—5 0.4—5
Paste masks/mud packs 4 18 >1—10 0.5—4
Skin fresheners
Other 3 39 >1—25 2—5

Suntan products
Suntan gels, creams, liquids, and sprays 7 0.3—3
Indoor tanning preparations 17 2—6
Other 6 <0.03—2

Total uses/ranges for Cetearyl Alcohol 56 1435 >0.1—25 0.0002—15
Cetyl Alcohol

Baby products
Shampoos 2
Lotions, oils, powders, and creams 12 16 >0.1—5 2—3
Other

Bath products
Oils, tablets, and salts 8 — <0.1—5 2
Soaps and detergents 1 11 >5—10 0.0005—7
Bubble baths 0.2
Other 4 4 >0.1—5 3—4

Eye makeup
Eyebrow pencils 6 14 > 1—5 3—7
Eyeliners 30 16 0.1—5 0.2—5
Eye shadow 169 19 0.l—l0 0.2—3

(Continued on next page)
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TABLE 5
Current arid historical cosmetic product uses and concentrations for Cetearyl Alcohol, Cetyl Alcohol, Isostearyl Alcohol,

Myristyl Alcohol, and Behenyl Alcohol (Continued)

1982 2005
1982 ingredient 2006 ingredient concentrations concentrations

uses uses (Elder 1988) (CTFA 2005)
Product category (Elder 1988) (FDA 2006) (%) (%)

Eye lotions 1 7 >0.1—i 0.8—3
Eye makeup remover 4 8 >0.1—5 0.5—2
Mascara 8 34 >0.1—5 1—5
Other 26 20 >0.1—5 0.2—3

Fragrance products
Colognes and toilet waters 12 3 >0.1—25 0.04—2
Perfumes 7 >1—50 0.1—9
Powders 4 >0.1—5 0.4
Sachets 59 16 >0.1—50 —

Other 26 28 <0.1—10 0.4—3
Noncoloring hair care products

Conditioners 163 332 <0.1—25 2—8
Sprays/aerosol fixatives 2 — 0.1—5 —

Straighteners 32 — >0.1—25 1—7
Permanent waves 3 4 <0.1—1 0.6
Rinses 52 20 <0.1—5 1—7
Shampoos 9 59 0.i—5 0.08—4
Tonics, dressings, etc. 17 27 <0.1—10 0.000002—8
Wave sets 6
Other 9 28 <0.1—5

Hair-coloring products
Dyes and colors 1 198 >0.1—1 3—10
Tints 1 —

Rinses 4
Shampoos 2 1 >0.1—1
Color sprays 1
Lighteners with color 7
Bleaches 12 29 >0.1—10 0.7—5
Other 5 7 >0.1—25 —

Makeup
Blushers 40 10 <0.1—25 0.01—3
Face powders 24 14 >0.1—5 0.4—3
Foundations 68 58 <0.1—10 0.2—7
Leg and body paints 3 >0.1—1 —

Lipsticks 573 215 0.1—25 0.9—7
Makeup bases 134 66 0.1—10 3
Rouges 13 — 0.1—5 0.000005
Makeup fixatives 2 3 <0.1—1 1
Other ii 37 >0.1—5 1—7

Nail care products
Cuticle softeners 6 8 >0.1—5 1—5
Creams and lotions 8 2 >0.1—10 1—2
Nail polishes and enamels — — — 0.03
Nail polish and enamel removers — — — 0.0001
Other 2 >0.1—5 0.034c

(Continued on next page)



ANNUAL SAFETY ASSESSMENT REVIEW 93

TABLE 5
Current and historical cosmetic product uses and concentrations for Cetearyl Alcohol, Cetyl Alcohol, Isostearyl Alcohol,

Myristyl Alcohol, and Behenyl Alcohol (Continued)

1982 2005
1982 ingredient 2006 ingredient concentrations concentrations

uses uses (Elder 1988) (CTFA 2005)
Product category (Elder 1988) (FDA 2006) (%) (%)

Personal hygiene products
Underarm deodorants 20 27 >0.1—5 0.00008—8
Feminine deodorants 1 >0.1—1
Other 29 10 >0.1—10 0.2—2
Aftershave lotions 11 14 0.1—5 0.01—2
Preshave lotions 1 1 >0.1—1 0.01
Shaving cream 25 25 0.1—5 0.2—2
Other 10 8 >0.1—5 <0.3

Skin care products
Skin cleansing creams, lotions, liquids, and pads 169 207 0.1—25 0.2—15
Depilatories 9 10 >1—10 0.8
Face and neck creams, lotions, powder, and sprays

322 138
<0 1 25b 0.1—7

Body and hand creams, lotions, powder, and sprays 341 — — .04—5
Foot powders and sprays 2 9 >0.1—5 2—5
Foot cream 6
Moisturizers 287 381 <0.1—10 0.4—3
Night creams, lotions, powder, and sprays 95 96 0.1—10 1—4
Paste masks/mud packs 13 51 >0.1—5 0.8—5
Skin fresheners 2 3 >0.1—5 0.5—5
Skin lighteners 13 N/Ad >0.1—5 N/Ad
Hormone preparations 3 N/Ad >0.1—10 N/Ad
Wrinkle smoothers (removers) 6 — >0.1—5 —

Other 47 152 >0.1—25 0.8—3
Suntan products

Suntan gels, creams, liquids and sprays 42 44 <0.1—5 0.6—4
Indoor tanning preparations 7 26 >0.1—5 0.3—2
Other 12 18 >0.1—5 0.3

Total uses/ranges for Cetyl Alcohol 2694 2931 0. 1—50 0.000002—15
Isostearyl Alcohol

Baby products
Other 3f

Bath products
Oils, tablets, and salts 2 >1—5
Soaps and detergents 3

Eye makeup
Eyeliners 44
Eye shadow 1 0.001—45
Eye makeup remover 1
Mascara 2

Fragrance products
Colognes and toilet waters 3 1 >1—50
Perfumes 1 35
Other 2 >1—10

(Continued on next page)
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TABLE 5
Current and historical cosmetic product uses and concentrations for Cetearyl Alcohol, Cetyl Alcohol, Isostearyl Alcohol,

Myristyl Alcohol, and Behenyl Alcohol (Continued)

1982 2005
1982 ingredient 2006 ingredient concentrations concentrations

uses uses (Elder 1988) (CTFA 2005)
Product category (Elder 1988) (FDA 2006) (%) (%)

Noncoloring hair care products
Conditioners 1 7 >0.1—1 0.06—2
Rinses 2 — >0.1—5 —

Tonics, dressings, etc. — 1 — 5
Other 3

Hair-coloring products
Dyes and colors 0.2

Makeup
Blushers 21 >1—5
Face powders 0.00 1—0.02
Foundations 0.05—3
Lipsticks 5 1 >0.1—25 0.001—50
Makeup bases 14
Rouges 0.1
Other 1 1 >25—50

Nail care products
Nail polishes and enamels 0.03
Personal hygiene products
Underarm deodorants 0.02—3
Shaving products
Aftershave lotions 0.05—2

Skin care products
Face and neck creams, lotions, powder, and sprays 0.02—2
Body and hand creams, lotions, powder, and sprays 2 0.05—5
Foot powders and sprays 0.05
Moisturizers 2 >0.1—5
Night creams, lotions, powder, and sprays 1 >1—5
Other 0.03

Suntan products
Suntan gels, creams, liquids and sprays 0.2—0.8

Total uses/ranges for Isostearyl Alcohol 41 20 >0.1—50 0.001—50
Myristyl Alcohol

Bath products
Soaps and detergents 2 0.003—0.4

Eye makeup
Eyebrow pencils 2
Eyeliners 2
Eye shadow 0.5—5

Fragrance products
Colognes and toilet waters 0.0005—12

Noncoloring hair care products
Conditioners 1 10 >1—5 0.000001—7
Sprays/aerosol fixatives 0.000 1
Straighteners 0.6
Shampoos 1 1 >0.1—1 0.00007—1

(Continued on next page)
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TABLE 5
Current and historical cosmetic product uses and concentrations for Cetearyl Alcohol, Cetyl Alcohol, Isostearyl Alcohol,

Myristyl Alcohol, and Behenyl Alcohol (Continued)

1982 2005
1982 ingredient 2006 ingredient concentrations concentrations

uses uses (Elder 1988) (CTFA 2005)
Product category (Elder 1988) (FDA 2006) (%) (%)

Tonics, dressings, etc. 0.05—5
Other 7

Hair coloring products
Dyes and colors 36

Makeup
Face powders 0.000 1
Foundations 1 1 >1—5
Lipsticks 0.9—4
Makeup bases 4 >1—5
Other 2

Nail care products
Cuticle softeners 1 > 1—5
Personal hygiene products
Underarm deodorants 1 0.0001—3

Shaving products
Aftershave lotions 1 3 >0.1—1 3
Beard softeners 2 — >1—5

—

Shaving cream 1 — >1—5 2—3
Other 2 4 >0.1—5 <0.3
Skin care products
Skin cleansing creams, lotions, liquids, and pads 1 4 < 0.1 —

Face and neck creams, lotions, powder, and sprays 5b 6
>0 15h 0.0001—6

Body and hand creams, lotions, powder, and sprays 4 . 0.07—6
Moisturizers 8 10 >0.1—5 0.5
Night creams, lotions, powder, and sprays 1 >0.1_i 3
Paste masks/mud packs 1 >0.1—1
Skin fresheners 0.8—2
Other 1 2 >1—5 0.07

Suntan products
Suntan gels, creams, liquids, and sprays 1—2
Indoor tanning preparations 1

Total uses/ranges for Myristyl Alcohol 31 91 0.l—5 0.000001—12
Behenyl Alcohol

Baby products
Lotions, oils, powders, and creams 0.9
Other 3e

Bath products
Soaps and detergents 0.2—3

Eye makeup
Eyebrow pencils 4 6 >10—25 26
Eyeliners 18 22 >5—50 0.5—17
Eye shadow 9 1 >10—50 4—25
Eye lotions 2 0.6
Mascara 0.4—1

(Continued on next page)
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TABLE 5
Current and historical cosmetic product uses and concentrations for Cetearyl Alcohol, Cetyl Alcohol, Isostearyl Alcohol,

Myristyl Alcohol, and Behenyl Alcohol (Continued)

1982 2005
1982 ingredient 2006 ingredient concentrations concentrations

uses uses (Elder 1988) (CTFA 2005)
Product category (Elder 1988) (FDA 2006) (%) (%)

Other
Fragrance products

Other
Noncoloring hair care products

Conditioners
Permanent waves
Rinses
Shampoos
Tonics, dressings, etc.
Other

Hair coloring products
Bleaches

Makeup
Foundations
Lipsticks
Makeup bases
Makeup fixatives
Other

Nail care products
Cuticle softeners

Personal hygiene products
Underarm deodorants

Shaving products
Aftershave lotions
Preshave lotions
Other

Skin care products
Skin cleansing creams, lotions, liquids, and pads
Face and neck creams, lotions, powder, and sprays
Body and hand creams, lotions, powder, and sprays
Foot powders and sprays
Moisturizers
Night creams, lotions, powder and sprays
Paste masks/mud packs
Skin fresheners
Other

Suntan products
Suntan gels, creams, liquids and sprays
Indoor tanning preparations

Total uses/ranges for Behenyl Alcohol

aTemporary wash-off hair color.
bIn 1982, these categories were combined.
Clncludes a nail conditioner at 3%.
aNo longer considered a cosmetic product category.
eSoap at 3%.
Concealer at 45%.

43 230 >5—50 0.01—26

11

1

1

27

1
11

1
2

4
15

1
6

1

1

6
22
9
1

66
9
5
2
7

1

0.4—2

1

0.3—10
1
2

1—2

3

0.4—2
0.01—0.5

3
0.4
1—2

0.06—0.3

1
<0.3

0.2—2
0.7—8
0.6—4

4
0.2—3
0.8—4
0.5—4

0.3—4

0.4—3
0.9—3

>10—50

>10—25

bb
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that Cetearyl Alcohol was used at concentrations ranging from
0.0002% to 15% (CTFA 2005).

The most widely used ingredient of this group, Cetyl Al
cohol, was used in 2694 cosmetic products in 1982, based on
voluntary reports provided to FDA by industry, with use con
centrations ranging from 0.l% to 50% (Elder 1988). In 2006,
Cetyl Alcohol was reportedly used in 2931 cosmetic products
(FDA 2006). Data from an industry survey itt 2005 indicated
that Cetearyl Alcohol was used at concentrations ranging from
0.000002% to 15% (CTFA 2005).

Isostearyl Alcohol was used in 41 cosmetic products in 1982,
based on voluntary reports provided to FDA by industry, with use
concentrations ranging from >1% to 50% (Elder 1988). In 2006,
Isostearyl Alcohol was reportedly used in 20 cosmetic products
(FDA 2006). Data from an industry survey in 2005 indicated
that Isostearyl Alcohol was used at concentrations ranging from
0.001% to 50% (CTFA 2005).

Myristyl Alcohol was used in 31 cosmetic products in 1982,
based on voluntary reports provided to FDA by industry, with use
concentrations ranging from <0.1% to 5% (EIder 1988). In 2006,
Myristyl Alcohol was reportedly used in 91 cosmetic products
(FDA 2006). Data from an industry survey in 2005 indicated
that Cetearyl Alcohol was used at concentrations ranging from
0.000001% to 12% (CTFA 2005).

Behenyl Alcohol was used in 43 cosmetic products in 1982,
based on voluntary reports provided to FDA by industry, with use
concentrations ranging from >5% to 50% (Elder 1988). In 2006,
Behenyl Alcohol was reportedly used in 230 cosmetic products
(FDA 2006). Data from an industry survey in 2005 indicated
that Behenyl Alcohol was used at concentrations ranging from
0.01% to 26% (CTFA 2005).

The CIR Expert Panel recognized that certain ingredients in
this group are reportedly used in a given product category, but
the concentration of use is not available. For other ingredients in
this group, information regarding use concentration for specific
product categories is provided, but the number of such products
is not known. In still other cases, an ingredient is not in current
use, but may be used in the future. Although there are gaps in
knowledge about product use, the overall information available
on the types of products in which these ingredients are used and
at what concentration indicate a pattern of use.

REFERENCES
Andega, S., N. Kanikkannan, and M. Singh. 2001. Comparison of the effect of

fatty alcohols on the permeation of melatonin between porcine and human
skin. I Control Release 77:17—25.

Auth, R., I. Pevny, and P. Gemot. 1984. A contribution to wool wax alcohol
allergy. Ark. Dermatol. 10:215—220.

De Groot, A. C., D. P. Bruynzeel, T. van Joost, and J. W. Weyland. 1988. Cosmetic
allergy from myristyl alcohol. Contact Dermatitis 19:76—77.

Edman, B., and H. Mdller 1986. Medicament contact allergy. Derm. Beruf
Umwelt. 34:139—143.

Elder, R. L., ed. 1998. Final Report on the Safety Assessment of Cetearyl Alco
hol, Cetyl Alcohol, Isostearyl Alcohol, Myristyl Alcohol, and Behenyl Alco
hol. J. Am. Colt. Toxicol. 7:359—413.

Food and Drug Administration (FDA). 1982. Cosmetic product formulation
data. FDA computer printout.

FDA. 2006. Frequency of use of cosmetic ingredients. FDA database Washing
ton, DC: FDA.

Frenicel, R. A., H. Narahara, H. Eguchi, K. Toyoshima. and J. M. Johnston. 1993.
Metabolism of hexadecanol by rat type II pneumonocytes. Biochem. Biophys.
Res. Commun. 196:885—891.

Gallenkemper, G., E. Rabe, and R. Bauer. 1998. Contact sensitization in chronic
venous insufficiency: modem wound dressings. ContactDermatitis 38:274—8.

Hannuksela, M. 1988. Skin contact allergy to emulsiflers. mt. J. Cosmet. Sci.
10:9—14.

Iglesias, G., J. J. Hlywka, J. E. Berg, M. H. Khalil, L. E. Pope, and D. Tamarkin.
2002a. The toxicity of behenyl alcohol. I. Genotoxicity and subchronic toxi
city in rats and dogs. Regul. Toxicol. Pharnsacol. 36:69—79.

Iglesias, G., J. J. Hlywka, J. E. Berg, M. H. Khalil, L. H. Pope, and D. Tamarkin
2002b. The toxicity of behenyl alcohol. II. Reproduction studies in rats and
rabbits. Regul. Toxicol. Pharmaco(. 36:80—85.

Kanikkannan, N., and M. Singh. 2002. Skin permeation enhancement effect and
skin irritation of saturated fatty alcohols. lot. J. Pharm. 248:219—228.

Kiec-Swierczynska, M., B. Krecisz, and D. Swierczynska-Machura. 2005. Pho
toallergic and allergic reaction to 2-hydroxy-4-methoxybenzophenone (sun
screen) and allergy to cetyl alcohol in cosmetic cream.Contact Dermatitis
53:170—171.

Khalil, M. H., J. F. Marcelleui, L. R. Katz, D. H. Katz, and L. E. Pope. 2000.
Topical application of docosanol-or stearic acid containing creams reduces
severity of phenol bum wounds in mice. Contact Dermatitis 43:79—81.

Komamura, H., T. Doi, S. Inui, and K. Yoshikawa. 1997. A case of contact
dermatitis due to impurities of cetyl alcohol. Contact Dermatitis 36:44—46.

Leow, Y. H., and C. S. Tan. 2000. Allergic contact dermatitis from cetrimide and
cetearyl alcohol in Bumol-plus cream. Contact Dermatitis 43:174-175.

Linn, E. H., R. C. Pohiand, and T. K. Byrd. 1990. Microemulsion for intradermal
delivery of cetyl alcohol and octyl dimethyl PABA. Drug Dev. Indust. Pharm.
16:899—920.

Marston. S. 1991. Contact dermatitis from cetostearyl alcohol in hydrocortisone
butyrate lipocream, and from lanolin. Contact Dermatitis 24:372.

Nishihata, T., J. H. Rytting, A. Kamada, K. Matsumoto, and K. Takahashi. 1990.
Combined effect of alcohol and urea on the in vitro transport of indomethacin
across rat dorsal skin. J. Pharn!. Sci. 79:487—489.

National Technical Information Service (NTIS). l992a. Initial submission:letter
submitting two enclosed 13-week subacute feeding studies on hexanol and
hexadecanol with attachments. NTIS Report No. 0TS0535678.

NTIS. 1992b. Initial submission: subacute (13-week) feeding study of 1-
hexanol/1-hexadecanol in beagle dogs with cover letter dated 08/10/92. NTIS
Report No. 0TS055 5542.

Oiso, N., K. Fukai, and M. Ishii. 2003. Concomitant allergic reaction to cetyl
alcohol and crotamiton. Contact Dermatitis 49:261.

Pasche-Koo. F., P. A. Piletta, N. Hunziker, and C. Hauser. 1994. High sensitiza
tion rate to emulsifiers in patients with chronic leg ulcers. Contact Dermatitis
31:226—228.

Peceguiero, M., M. Brandao, J. Pinto, and S. Cocalo. 1987. Contact dermatitis
to Hirudoid cream. Contact Dermatitis 17:290—293.

Rademaker, M., B. Wood, and D. Greig. 1997. Contact dermatitis from cc
tostearyl alcohol. Australas. J. Dermatol. 38:220—221

Rizzo, W. B., D. A. Craft, A. L. Dammann, and M. W. Phillips. 1987. Fatty
alcohol metabolism in cultured human fibroblasts. J. Biol. Chem. 262:17412—
17419.

Rowe, R. C. 1987. A quantitative assessment of the reactivity of the fatty alcohols
with centrimide using immersion calorimetry. J. Pharni. Pharmacol. 39:50—
52.

Soga, F., N. Katoh, and S. Kishimoto. 2004. Contact Dermatitis due to lanocona
zole, cetyl alcohol and diethyl sebacate in lanoconazole cream. Contact Der
nlatitis 50:49—50.

Van Ketel, W. G. 1984. Allergy to cetylalcohol. Contact Dermatitis 11:125—126.
von der Werth, J. M., J. S. English, and K. L. Dalziel. 1998. Loss of patch test

positivity to cetyistearyl alcohol. Contact Dermatitis 38:109—110



98 COSMETIC INGREDIENT REVIEW

Wilson, C. L., J. Cameron, S. M. Powell, G. Cherry, and T. J. Ryan. 1991.
High incidence of contact dermatitis in leg-ulcer patients—implications for
management. Clin. Exp. Dermatol. 16:250—253.

Zhai, H., P. Willard, and H. I. Maibach. 1999. Putative skin-protective formu
lations in preventing and/or inhibiting experimentally-produced irritant and
allergic contact dermatitis. Contact Dermatitis 41:190—192.

Zucoloto, S., J. C. Silva, 3. S. M. Oliveira, and G. Muccillo. 1991. The chrono
logical relationship between the thickening of smooth muscle, epithelial cell
proliferation and myenteric neural denervation in the rat jejunum. Cell ProOf.
24:15—20.

Cocoamphoacetate, Cocoamphopropionate,
Cocoamphodiacetate, and Cocoamphodipropionate

CONCLUSION
In a safety assessment of Cocoamphoacetate, Co

coamphopropionate, Cocoamphodiacetate, and Cocoampho—
dipropionate (Elder, 1990), the Cosmetic Ingredient review
(CIR) Expert Panel stated these cosmetic ingredients were safe
as used. The Expert Panel reviewed newly available studies since
that assessment, along with updated information regarding types
and concentrations of use. The Panel confirmed the safety of Co
coamphoacetate, Cocoamphopropionate, Cocoamphodiacetate,
and Cocoampho-dipropionate in the practices of use and con
centrations as given in Table 6, and did not reopen the safety
assessment.

DISCUSSION
The Panel noted that the names for these ingredients in

the International Cosmetic Ingredient Dictionary and Hand
book (Gottschalck and McEwen 2006) have changed—they
are now Sodium Cocoamphoacetate, Sodium Cocoamphopropi
onate, Disodium Cocoamphodiacetate, and Disodium Cocoam
phodipropionate, respectively.

Sodium Cocoamphoacetate was used in five cosmetic prod
ucts in 1989, based on voluntary reports provided to FDA by
industry with concentrations ranging from >1% to 10% (Elder
1990). In 2005, Sodium Cocoamphoacetate was reportedly used
in 46 cosmetic products (FDA 2006). Data from an industry sur
vey in 2006 indicated that Sodium Cocoamphoacetate was used
at concentrations ranging from 0.9% to 18% (CTFA 2006).

Sodium Cocoamphopropionate was not in use in 1989, based
on voluntary reports provided to FDA by industry (Elder 1990).
In 2005, Sodium Cocoamphopropionate was reportedly used in
seven cosmetic products (FDA 2006). Data from an industry
survey in 2006 indicated that Sodium Cocoamphopropionate
was used at concentrations ranging from 0.3% to 10% (CTFA
2006).

Disodium Cocoamphodiacetate was used in 30 cosmetic
products in 1989, based on voluntary reports provided to FDA
by industry with concentrations ranging from 0.l% to 50%
(Elder 1990). In 2005, Disodium Cocoamphodiacetate was re
portedly used in 194 cosmetic products (FDA 2006). Data from
an industry survey in 2006 indicated that Sodium Cocoampho

diacetate was used at concentrations ranging from 0.0006% to
12% (CTFA 2006).

Disodium Cocoamphodipropionate was used in 17 cosmetic
products in 1989, based on voluntary reports provided to FDA by
industry with concentrations ranging from >1% to 25% (Elder
1990). In 2005, Disodium Cocoampho-dipropionate was report
edly used in 72 cosmetic products (FDA 2006). Data from an in
dustry survey in 2006 indicated that Sodium Cocoamphodipro
pionate was used at concentrations ranging from 0.008% to 15%
(CTFA 2006).

The CIR Expert Panel recognized that certain ingredients in
this group are reportedly used in a given product category, but
the concentration of use is not available. For other ingredients in
this group, information regarding use concentration for specific
product categories is provided, but the number of such products
is not known. Although there are gaps in knowledge about prod
uctuse, the overall information available on the types of products
in which these ingredients are used and at what concentration
indicate a pattern of use. The Panel acknowledged that uses of
these ingredients in leave-on products has increased, including
uses in baby products, but considered that the original safety
assessment adequately addressed the safety of leave-on uses.
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CONCLUSION

Diazolidinyl Urea

In a safety assessment of Diazolidinyl Urea (Elder 1990), the
Cosmetic Ingredient Review (CIR) Expert Panel stated that this
ingredient is safe up to a maximum concentration of 0.5%. The
Expert Panel reviewed newly available studies since that assess
ment, along with updated information regarding types and con
centration of use. The Panel confirmed that Diazolidinyl Urea is
safe up to a maximum concentration of 0.5%, which is consis
tent with the present practices of use and concentrations given
in Table 7, and did not reopen the safety assessment.

DISCUSSION
Diazolidinyl Urea was used in 95 products in 1987, based on

voluntary reports provided to FDA by industry, at concentrations
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TABLE 6
Historical and current cosmetic product uses and concentrations for Sodium Cocoamphoacetate, Sodium Cocoamphopropionate,

Disodium Cocoamphodiacetate, and Disodium Cocoamphodipropionate

1989 2006
concentrations concentrations

1989 uses 2005 uses (Elder 1990) (CTFA 2006)
Product category (Elder 1990) (FDA 2006) (%) (%)

Sodium Cocoamphoacetate
Baby Care

Other baby care
Bath

Soaps and detergents 4 3—18
Bubble baths 4 0.09

Noncoloring hair care
Conditioners 3 2
Permanent waves

— 1
—

—

Shampoos 5 11 >1—10 1—6
Tonics, dressings, etc. 0.1

Hair coloring
Dyes and colors 0.7
Other hair coloring 2

Makeup
Othermakeup 3

Personal hygiene
Douches 0.8—2
Other personal hygiene 18

—

Skin care products
Skin cleansing creams, lotions, liquids, and pads 3 2—5

Total uses/ranges for Sodium Cocoamphoacetate 5 46 > —l 0 0.09—18
Sodium Cocomaphopropionate

Bath
Other bath

Noncoloring hair care products
Conditioners 3—5
Permanent waves 0.3
Shampoos 3 8
Tonics, dressings, etc. 2
Other 2

Total uses/ranges for Sodium Cocoamphopropionate 7 0.3—10
Disodium Cocoamphodiacetate

Baby Care
Shampoos 1 2—7
Other 7

Bath
Oils, tablets, and salts 1
Soaps and detergents 7 2—9
Capsules 1
Other bath 6 4—8

Eye makeup
Eye makeup remover 15 0.005—0.8
Mascara 0.05

(Continued on next page)
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TABLE 6
Historical and current cosmetic product uses and concentrations for Sodium Cocoamphoacetate, Sodium Cocoamphopropionate,

Disodium Cocoamphodiacetate, and Disodium Cocoamphodipropionate (Continued)

1989 2006
concentrations concentrations

1989 uses 2005 uses (Elder 1990) (CTFA 2006)
Product category (Elder 1990) (FDA 2006) (%) (%)

Noncoloring hair care
Straighteners 1
Permanent waves 8 —

Shampoos 13 82 >1—50 2—8
Hair coloring

Dyes and colors 1
Rinses 5
Shampoos 4

Makeup
Foundations 0.0006
Lipsticks 5

Personal hygiene
Feminine deodorants 0.09
Other personal hygiene 5 0052d

Shaving products
Aftershave lotions 1
Shaving cream 1

Skin care
Cleansing creams, lotions, etc. 10 36 <0.1—25 0.5—12
Depilatories 5
Face and neck skin care 3 0.03
Foot powders and sprays 0.2
Moisturizers 2
Night skin care 0.06
Paste masks/mud packs 7
Skin fresheners 2
Other skin care 2 0.04—b

Suntan
Suntan gels, creams, liquids and sprays 0.004
Other suntan 1

Miscellaneous other cosmeticsa 7a

Total uses/ranges for Disodium Cocoamphodiacetate 30 194 0.1—50 0.0006—12
Disodiurn Cocoamphodipropionate

Baby care
Other baby care 1

Bath
Soaps and detergents 3 8

Noncoloring hair care products
Conditioners 14 0.2
Sprays/aerosol fixatives 1
Shampoos 8 27 >1—25 15
Tonics, dressings, etc. 4 0.8
Other bath 7 15 >1—25

(Continued on next page)
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TABLE 6
Historical and current cosmetic product uses and concentrations for Sodium Cocoamphoacetate, Sodium Cocoamphopropionate,

Disodium Cocoamphodiacetate, and Disodium Cocoamphodipropionate (Continued)

1989 2006
concentrations concentrations

1989 uses 2005 uses (Elder 1990) (CTFA 2006)
Product category (Elder 1990) (FDA 2006) (%) (%)

Hair coloring
Dyes and colors

— 3 — 0.008
Personal hygiene

Other personal hygiene
— — — 0.5e

Skin care
Cleansing creams, lotions, etc. 2 5 >1—10 7

Total uses/ranges for Disodium Cocoamphodipropionate 17 72 >1—25 0.008—15
“Category previously used which does not correspond to any current categories.
bBaby cleansing gel.
rShower gel.
dPerineal wipe (0.05%); feminine wash (2%).
eperifleal wipe.

of l% to 5% (Elder 1990). Data provided to FDA in 2006
indicated that Diazolidinyl Urea was being used in 756 products
(FDA 2006). Current use concentration data from a cosmetics
industry survey indicated that Diazolidinyl Urea was being used
in cosmetics at concentrations ranging from 0.00003% to 0.5%
(CTFA 2006). Ingredient use and concentration data are included
in Table 7.

The Expert Panel recognized data gaps regarding use and
concentration of this ingredient. However, the overall informa
tion available on types of products in which this ingredient is
used and at what concentration indicate a pattern of use, which
was considered by the Expert Panel in assessing safety.

Diazolidinyl Urea is a formaldehyde-releasing preservative,
and the presence of free formaldehyde in cosmetic products pre
served with this ingredient was addressed in the original discus
sion by noting that, due to the skin sensitivity of some individuals
to formaldehyde, this ingredient should be used at the minimum
effective concentration (not to exceed 0.2%) and that there was
no indication that the use of Diazolidinyl Urea as used in cos
metic products would release formaldehyde at concentrations
that would exceed the limits recommended for formaldehyde
(Elder 1990).

In a presentation at the December 4—5, 2006, CIR Expert
Panel meeting, Dr. John Merianos, with International Spe
cialty Products, reviewed the chemistry of formaldehyde releas
ing preservatives. He emphasized the fundamental equilibrium
that exists between these compounds and free formaldehyde
itself, resulting in a steady state of availability of formalde
hyde in aqueous solutions. Knowing the chemistry, he sug
gested, allows a calculation of the amount of free formalde
hyde, which exists in a low balance. For example, at a use
level of 0.6% Imidazolidinyl Urea (aq.), the steady state con-

centration of free formaldehyde is only 0.23 ppm, and for Di
azolidinyl Urea at 0.5% (aq.), the level of free formaldhyde is
only 0.40 ppm. Dr. Merianos concluded that not all formalde
hyde releasing preservatives are equivalent, but, in all cases, the
level of free formaldehyde is sufficiently low that maximum use
levels of the preservatives cannot result in hazardous levels of
formaldehyde.

The Expert Panel recognized that while earlier studies (Elder
1990) indicated that Diazolidinyl Urea was not genotoxic in
bacterial or mammalian systems, but acknowledged that more
recent genotoxicity data (Pfuhler and Wolf 2002) in which the
authors concluded that this preservative is a weak mutagen. The
Panel’s review of the experimental procedure determined that the
assay included a preincubation step that allowed the generation
of additional free formaldehyde; this was likely the reason for
the weak mutagenic effect.
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TABLE 7
Historical and cuffent cosmetic product uses and concentrations for Diazolidinyl Urea

1987 2006
1987 2006 concentrations concentrations

Product category ingredient uses ingredient uses (Elder 1990) (CTFA 2006)
(FDA 2005) (Elder 1990) (FDA 2006) (%) (%)

Baby products 3a

Shampoos 1 0.2—0.3
Lotions, oils, powders, and creams 2 0.2—0.3
Other 1 0.2

Bath products
Oils, tablets, and salts — 3 — 0.3
Soaps and detergents — 10 — 0.0005—0.3
Bubble baths 10 3 < 10 0.0002
Other 21 — 0.3

Eye makeup i1’
Eyebrow pencils 0.2
Eyeliners 11 0.2—0.4
Eye shadow 30 0.1—0.5
Eye lotions 2 0.2—0.3
Eye makeup remover 4 0.002—0.3
Mascara 31 0.09—0.3
Other 18 0203b

Fragrance products
Colognes and toilet waters 0.0009—0.2
Perfumes 0.0003—0.3
Powders 8 9 < 1 — 5 0.2—0.3
Other — 2 — 0.0006

Noncoloring hair products 3”
Conditioners 39 0.2—0.3
Sprays/aerosol fixatives 1 0.3
Straighteners 4 —

Rinses 6 0.2—0.3
Shampoos 36 0.2—0.5
Tonics, dressings, etc. 44 0.06—0.4
Wave sets 2 0.3
Other 28 0.3

Hair-coloring products
Dyes and colors 8 0.1
Rinses 0.2—0.3
Color sprays 1

Makeup 16” i”
Blushers 13 0.3—0.5
Face Powders 19 0.2—0.3
Foundations 14 0.2—0.5
Lipstick 0.05—0.5
Makeup bases 14 0.2—0.3
Rouges 0.3
Makeup fixatives 2
Other 6 0.2—0.3’

Nail care products
Basecoats and undercoats 1

(Continued on next page)
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TABLE 7
Historical and current cosmetic product uses and concentrations for Diazolidinyl Urea (Continued)

1987 2006
1987 2006 concentrations concentrations

Product category ingredient uses ingredient uses (Elder 1990) (CTFA 2006)
(FDA 2005) (Elder 1990) (FDA 2006) (%) (%)
Cuticle softeners 1 0.2—0.3
Nail creams and lotions

— 0.2—0.3
Other 1 0.OS’’

Personal hygiene products
Underarm deodorants

— 2
—

—

Douches
—

— 0.2
Feminine deodorants

—
—

— 0.2
Other

— 15
— 0.2—0.3

Shaving products
Aftershave lotions 1 7 < 1 0.2—0.4
Preshave lotions

—
—

— 0.2—0.3
Shaving cream

— 6
— 0.05—0.3

Other
— 3 — 0.08—0.3

Skin care products
Skin cleansing creams, lotions, liquids, and pads 7 44 < 1 0.0006—0.3
Face and neck creams, lotions, powder, and sprays

— 32
— 0.00 1—0.4

Body and hand creams, lotions, powder, and sprays
— 53

— 0.0002—0.4
Foot powders and sprays

— 1 — 0.00003_0.3e
Moisturizers 26 98 < 1 0.2—0.4
Night creams, lotions, powder, and sprays

— 11 0.2—0.3
Paste masks/mud packs

— 29
— 0.2—0.3

Skin fresheners
— 22

— 0.2—0.3
Other 7 37 < 1 0.002—0.5

Suntan products
Suntan gels, creams, liquids, and sprays

— 3 — 0.2—0.4
Indoor tanning preparations

— 5
— 0.2—0.3

Other
—

—
— 0.2

Total uses/ranges for Diazolidinyl Urea 95 756 <1—5 0.00003—0.5
a These categories were combined when the original safety assessment was performed and are now two or more separate categories.b02% reported in an eye cream.
c02% reported in a concealer.
dManicure exfoliator.
p0,3% reported in a foot cream.
p0.002% reported in a hand sanitizer; 0.2% in a pore strip and a toner; and 0.3% in a facial refinisher and a massage oil.
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Disperse Black 9

CONCLUSION
In a safety assessment of disperse black 9 (Elder 1986), the

Cosmetic Ingredient Review (CIR) Expert Panel stated that this
ingredient was safe as a cosmetic ingredient in cosmetics in
present practices of use and concentration. No new safety test
data were found since that assessment, but the Expert Panel did
review current use and concentration data. The panel confirmed
the safety of Disperse Black 9 in the practices of use and con
centrations given in Table 8.

DISCUSSION
The CIR Expert Panel concluded that the available epidemiol

ogy studies are insufficient to conclude there is a causal relation
ship between hair dye use and cancer and other end points; see
Hair Dye Epidemiology for a discussion and list of references.
A presentation of the available hair dye epidemiology data is
available at http://www.cir-safety.org/findings.shtml. The Panel
stated that use of direct hair dyes, such as Disperse Black 9,
although not the focus in all investigations, appears to have little
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TABLE 8
Current and historical cosmetic product uses and concentrations for Disperse Black 9

1981 2005
1981 ingredient 2002 ingredient concentrations concentrations

uses uses (Elder 1988) (CTFA 2005)
Product category (Elder 1988) (FDA 2002) (%) (%)
Hair dyes and colors 69 101 < 0.1—1 0.3—0.5
Total uses/ranges for Disperse Black 9 69 101 0.1—1 0.3—0.5

evidence of an association with adverse events as reported in
epidemiology studies.

The Expert Panel recognized that Disperse Black 9 may be
a sensitizer. However, hair dyes containing these ingredients, as
coal tar hair dye products are exempt from the principal adulter
ation provision and from the color additive provisions in sections
601 and 706 of the Federal Food, Drug, and Cosmetic Act, when
the label bears a caution statement and patch test instructions
for determining whether the product causes skin irritation. The
Expert Panel expects that continuing to follow this procedure
will identify prospective individuals who would have an irrita
tion/sensitization reaction and allow them to avoid significant
exposures.
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DMDM Hydantoin

CONCLUSION
In a safety assessment on the formaldehyde releasing preser

vative, DMDM Hydantoin (Elder 1987), the Cosmetic Ingredi
ent Review (CIR) Expert Panel concluded that this ingredient
was safe as used in cosmetic products. Studies available since
that safety assessment was completed, along with updated infor
mation regarding uses and use concentrations, were considered.
The Expert Panel confirmed that DMDM Hydantoin is safe in

the practices of use and concentration given in Table 9, and
determined not to reopen this safety assessment.

DISCUSSION
DMDM Hydantoin was reported as being used in a total of

115 cosmetic products in 1981. Data provided by FDA in 2002
indicated that DMDM Hydantoin was being used in 963 cos
metic products. Current use concentration data indicate a slightly
lower maximum use concentration of 0.8%, compared to the 1%
maximum use concentration that was reported in 1981.

The Panel noted that the present practices of use of DMDM
Hydantoin would not result in more than 0.2% free formalde
hyde, which is the concentration limit for free formaldehyde in
cosmetic products that was previously established by the CIR
Expert Panel. The Panel also noted that the North American Con
tact Dermatitis Group (NACDG) patch test results for DMDM
Hydantoin in large populations of patients with suspected al
lergic contact dermatitis indicated that the frequency of allergic
reactions to DMDM Hydantoin has not increased over time.
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TABLE 9
Current and historical cosmetic product uses and concentrations for DMDM Hydantoin

1981 2005
1981 ingredient 2002 ingredient concentrations concentrations

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

Baby products
Shampoos 4 0.2
Lotions, oils, powders, and creams 1 02a

Other 3 0.3—0.5
Bath products

Oils, tablets, and salts — 3 0.0003—0.3
Soaps and detergents 6 68 >0.1—1 0.1—0.8
Bubble baths 5 14 <0.1—1 0.2—0.3
Other 1 01_05b

Eye makeup
Eye shadow 1 0.02
Eye lotion 1 >0.1—1 0.00001
Eye makeup remover 0.0003—0.3
Mascara 4 0.004—0.4
Other 7 0.002—0.1

Fragrance products
Colognes and toilet waters 1 0.2
Other 10 0.1

Noncoloring hair products
Conditioners 19 189 <0.1—1 0.1—0.4
Sprays/aerosol fixatives 3
Permanent waves 5 —

Rinses 7 1 >0.1—1
Shampoos 35 234 0.1—1 0.0005—0.6
Tonics, dressings, etc. 4 95 >0.1—1 0.2—0.5
Wave sets 11
Other 65 0.2—0.3

Hair coloring products
Dyes and colors 10
Shampoos 1 10 >0.1—1
Other 1
Foundations 8 8 >0.1—1 0.004—0.1

Makeup
Lipsticks 3 0.1—0.2
Makeup bases 5 5 >0.1—1
Other 1 0.004—0.25

Nail care products
Nail polishes and enamels 1 0.006

Personal hygiene products
Underarm deodorants 0.2
Other 1 27 >0.1—1 0.06—0.5’

Shaving products
Aftershave lotions — 0.2—0.7
Shaving cream 1 0.09—0.2
Other 7 0.2

(Continued on next page)
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TABLE 9
Current and historical cosmetic product uses and concentrations for DMDM Hydantoin (Continued)

1981 2005
1981 ingredient 2002 ingredient concentrations concentrations

uses uses (Elder 1937) (CTFA 2005)
Product category (Elder 1987) (FDA 2002) (%) (%)
Skin care products

Skin cleansing creams, lotions, liquids, and pads 3 40 >0.1—1 0.2—0.5
Face and neck creams, lotions, powder, and sprays 9e 13

0 ll
0.0002—0.3

Body and hand creams, lotions, powder, and sprays 40 > . 0.0004—0.5J
Foot powders and sprays

— 1
— 0.2

Moisturizers 6 44 <0.1—1 0.01—0.3
Night creams, lotions, powders, and sprays 2 5 >0.1—1 0.0005—0.3
Paste masks

— 8 0.2—0.3
Skin fresheners

— 8
—

Other 2
— 0.0001—0.3

Suntan Products
Suntan gels, creams, liquids, and sprays

— 3
— 0.08

Indoor tanning preparations
— 7

— 0.001—0.4
Other

— 1
— —

Total uses/ranges for DMDM Hydantoin 115 963 <0.1—1 0.00001—0.8
°Reported for a baby wipe product.
5çj,3% and 0.5% reported for body wash products.
co.2% reported for a hair gel.
d02% reported for a vulvar area cleanser and 0.5% for a hand wash product.
eThese categories were combined in 1981 and are now Iwo separate categories.
p0.3% reported for body and hand sprays.
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Goossens, A., M. H. Beck, E. Haneke, J. P. McFadden, S. Nolting, 0. Durupt,
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Bureau, Inspection and Guidance Division, 2-2, 1-chome, Kasumigaseki,
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2-2, 1-chome, Kasumigaseki. Chiyoda-ku, Tokyo 100—8045, Japan.

Otterson. R. J., and L. M. Howerton. 1999. Determining DMDM hydantoin in
personal cleansing products. Cosniet. Toiletries 114:55—56,58—61.

Perrenoud, D., A. Bircher, T. Hunziker, et al. 1994. Frequency of sensitization
to 13 common preservatives in Switzerland. Contact Dermatitis 30:276—279.

Prau, M. D., D. V. Belsito, and V. A. DeLen. 2004. North American Con-

tact Dermatitis Group patch-test results, 200 1—2002 study period. Dermatitis
15: 176—183.

Schnuch. A., J. Geier. W. Uter, and P. J. Frosch. 1998. Patch testing with preser
vatives, antimicrobials and industrial biocides. Results from a multicentre
study. Br 1. Dermatol. 138:467—476.

Shaffer, M. P., and D. V. Belsito. 2000. Allergic contact dermatitis from glu
taraldehyde in health-care workers. Contact Dermatitis 43:150—156.

Silber, P.M., T. J. Stephens, and 0. H. Mills. 1989. On the comedogenic potential
of quatemium- 15 and DMDM hydantuin. J. Soc. Cosmet. Client. 40:135—140.

Storrs, F J., L. E. Rosenthal, R. M. Adams, W. Clendenning, and E. A. Emmett.
1989. Prevalence and relevance of allergic reactions in patients patch tested
in North America—l984 to 1985.1. Ant. Acod. Derntotol. 20:1038—1045.

Trattner, A., Y. Farchi. and M. David. 2002. Cosmetics patch test: First report
from Israel. Contact Dermatitis 47:180—181.
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2000. Contact Dermatitis 47:57—58.

Van Ivliller, J. 2005. Minutes of the 96th CIR Expert Panel Meeting—September
12, 2005 Team discussions on dmdm hydantoin. Comments, from industry
consultant, on free formaldehyde in products containing DMDM hydantoin.2

Ethyl Acetate and Butyl Acetate

CONCWSION
In a safety assessment of Ethyl Acetate and Butyl Acetate

(Elder 1989), the Cosmetic Ingredient Review (CIR) Expert
Panel stated that both are safe as cosmetic ingredients in the
present practices of use and concentration. The Expert Panel
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TABLE 10
Historical and current cosmetic product uses and concentrations for Ethyl Acetate and Butyl Acetate

1987 2006
1987 2006 concentrations concentrations
uses uses (Elder 1989) (CTFA 2006)

Product category (Elder 1989) (FDA 2006) (%) (%)

Ethyl Acetate
Bath products

Soaps and detergents
Other

Eye makeup
Eye shadow

Noncoloring hair products
Conditioners
Sprays/aerosol fixatives
Shampoos
Tonics, dressings, etc.

Nail care products
Basecoats and undercoats
Cuticle softeners
Creams and lotions
Extenders
Nail polishes and enamels
Nail polish and enamel removers
Other

Oral hygiene products
Dentifrices

Personal hygiene products
Underarm deodorants 0.1

Skin care products
Body and hand creams, lotions, powder and sprays 0.0003
Paste masks/mud packs 0.000002
Other

Total uses/ranges for Ethyl Acetate

Nail care products
Basecoats and undercoats
Cuticle softeners
Creams and lotions
Extenders
Nail polishes and enamels
Nail polish and enamel removers
Other

Skin care products
Skin cleansing creams, lotions, liquids, and pads

Total uses/ranges for Butyl Acetate

‘These categories were combined when the original safety assessment was performed and are now two separate categories.

reviewed newly available studies since that assessment, along DISCUSSION
with updated information regarding types and concentration of Ethyl Acetate and Butyl Acetate were used in 559 and 566
use. The Panel confirms that Ethyl and Butyl Acetate are safe products, respectively, in 1987, based on voluntary reports pro-
in the practices of use and concentrations given in Table 10 and vided to FDA by industry, at concentrations of >1% to >50%
did not reopen the safety assessment. (Ethyl Acetate) and 0. 1% to 50% (Butyl Acetate) (Elder 1989).

1

2

0.01

0.001

0.002—0.003
0.002

0.002—0.009
0.002

12 42 >10—50

2

37—68
68

375
22
34

>l—50a

>10—>50
>1—50

49—68
68

21—68
2—85

20—68
17
25

Butyl Acetate

0.0006—0.005

559 478

31

>1->50

42

0. 000002—85

>10—50 30—72
72

2 -— 36—72
72so5a — >l50a

362 25—72
3 5 0.l—50 50—72

25 34 >1—50 25—72

2 — >10—>50 —

566 445 <0.1—50 25—72
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Data provided to FDA in 2006 indicated that Ethyl Acetate and
Butyl Acetate are being used in 478 and 445 products, respec
tively (FDA 2006). Current use concentration data from a cos
metics industry survey indicated that Ethyl Acetate is being used
in cosmetics at concentrations ranging from 0.000002% to 85%
and that Butyl Acetate is being used at concentrations ranging
from 25% to 72% (CTFA 2006).

The Panel noted that Ethyl Acetate is now being used at low
concentrations (<0.01%) in a variety of products, such as, eye
make-up, hair, and oral hygiene products. It is believed that
these new uses are actually fragrance uses of Ethyl Acetate,
because this ingredient is used to enhance the rose fragrance for
floral scents. The Panel determined that because the new uses
are associated with low use concentrations of Ethyl Acetate, the
available data support their safety in cosmetic products.

The Panel recognizes that there are data gaps regarding use
and concentration of this ingredient. However, the overall infor
mation available on the types of products in which this ingredient
is used and at what concentration indicate a pattern of use, which
was considered by the Expert Panel in assessing safety.

The Panel noted that Ethyl Acetate and Butyl Acetate can
increase the dermal penetration of other chemicals (e.g., estra
diol and cortisone). The CIR Expert Panel advised formulators
to consider this if the other ingredients in a formulation include
those found safe by CIR on the basis that they did not penetrate
the skin.

REFERENCES
Bowen, S. E., and R. L. Balster. 1997. A comparison of the acute behavioral ef

fects of inhaled amyl, ethyl, and butyl acetate in mice. Fundam. App!. Toxico!.
35:189—196.

British Industrial Biological Research Association (BIBRA) Information Ser
vices Ltd. 1992. Ethyl acetate. Toxicity profile. British Industrial Biological
Research Association, Surrey, United Kingdom.

B rondeau, M. T., P. Bonnet, J. P. Guenier, P. Simon, and J. De Ceaurriz. 1990.
Adrenal-dependent leucopenia after short-term exposure to various airborne
irritants in rats. J. App!. Toxicol. 10:83—86.

Catz, P., and D. R. Friend. 1989. Alkyl esters as skin permeation enhancers for
indomethacin. lot. J. Pharni. 55:17—23.

Catz, P., and D. R. Friend. 1990a. Effect of cosolvents on ethyl acetate enhanced
percutaneous absorption of levonorgestrel. 1990. J. Control. Release 12:171—
180.

Catz, P., and D. R. Friend. 1990b. Transdermal delivery of levonorgestrel. Part
8. Effect of enhancers on rat skin, hairless mouse skin, hairless guinea pig
skin, and human skin. mt. J. Pharm. 58:93—102.

Christoph, G. R., J. F. Hansen, and H. W. Leung. 2003. Subchronic in
halation toxicity studies of ethyl acetate in rats. Neurotoxicology 24:861—
874.

Cosmetic, Toiletry, and Fragrance Association (CTFA). 2006. Use concentration
data on ethyl acetate and butyl acetate from industry survey. Unpublished data
submitted by CTFA, 2006 (2 pages).2

David, R. M., T. R. Tyler, R. Ouellette, W. D. Faber, and M. I. Banton. 2001.
Evaluation of subchronic toxicity of n-butyl acetate vapor. Food Chem. Tori
col. 39:877—886.

David, R. M., T. R. Tyler, R. Ouellette, et al. 1998. Evaluation of subchronic
neurotoxicity of n-butyl acetate vapor. Neurotoxicology 19:809—822.

Dierickx, P. J. 1989. Cytotoxicity testing of 114 compounds by the determina
tion of the protein content in HEP G2 cell cultures. Toxicol. In Vitm 3:189—
194.

Dow Chemical Company. 1937. The skin irritation action of ethyl acetate and
N-amyl acetate with cover letter dated 3/28/94 (sanitized). NTIS Report
No.0TS0572374.

Eastman Kodak Company. 1995. n-Butyl acetate. A two-week inhalation probe
study in the rat (final report), with cover letter dated 3/6/96. NTIS Report No.
0TS055885 1.

Eastman Kodak Company. 1998. Final report. Pharmacokinetics of ethyl acetate
in rats after intravenous administration, with cover letter dated 12/18/1998.
NTIS Report No. 0TS0572374.

Elder, R. L. 1989. Final report on the safety assessment of ethyl acetate and
butyl acetate. J. Ant. Coil. Toxicol. 8:681—705.

Fiserova-Bergerova, V., J. T. Pierce, and P. 0. Droz. 1990. Dermal absorption
potential of industrial chemicals: Criteria for skin notation. Am J. Indust. Med.
17:617—636.

Food and Drug Administration. FDA. 2005. Frequency of use of cosmetic in
gredients. FDA database. Washington:FDA.

Friend, D., P. Catz, and J. HeIler. 1989. Simple ailcyl esters as skin permeation
enhancers. 1989. Simple alkyl esters as skin permeation enhancers. 1989. J.
Control. Release 9:33—41.

Gottschalck, T. E., and 0. N. McEwen, Jr., eds. 2006. International cosmetic
ingredient dictionary and handbook, 11th ed., 279—280, 822. Washington,
DC: CTFA.

Hayashi, M., M. Kishi, T. Sofuni, and M. Ishidate Jr. 1988. Micronucleus tests
in mice on 39 food additives and eight miscellaneous chemicals. Food Chem.
Toxicol. 26:487—500.

Iregren, A., Lbof, A. Toomingas, and Z. Wang. 1993. Irritation effects from
experimental exposure to n-butyl acetate. Am. J. Indust. Med. 24:727—742.

Ishidate, M. Jr., M. C. Harnois, and T. Sofuni. 1988. A comparative analysis of
data on the clastogenicity of 951 chemical substances tested in mammalian
cell cultures. Mutat. Res. 195:151—213.

Kaneko, T., P.-Y. Wang, and A. Sato. 1994. Partition coefficients of some acetate
esters and alcohols in water, blood, olive oil, and rat tissues. Occup. Environ.
Med. 5 1:68—72.

Kechijian, P. 1991. Nail polish removers: are they harmful? Semin. Dermatol.
10:26—28.

Kennah, H. E., D. Albulescu, S. Hignet, and C. S. Barrow. 1989. A critical
evaluation of predicting ocular irritancy potential from an in vitro cytotoxicity
assay. Fundam. App!. Toxicol. 12:281—290.

Kontir, D. M., C. A. Glance, i-I. D. Colby, and P.R. Miles. 1986. Effects of organic
solvent vehicles on benzo(a)pyrene metabolism in rabbit lung microsomes.
Biochem. Pharmacol. 35:2569—2575.

Korsak, Z., and K. Rydzyski. 1994. Effects of acute combined inhalation ex
posure to n-butyl alcohol and n-butyl acetate in experimental animals. tnt. J.
Occup. Med. Environ. Health 7:273—280.

Kumagai, S., H. Oda, I. Matsunaga, H. Kosaka, and S. Akasaka. 1999. Uptake of
10 polar organic solvents during short-term respiration. Toxicol. Sci. 48:255—
263.

Loveday, K. S., B. E. Anderson, M. A.; Resnick, and E. Zeiger. 1990.
Chrom9osome aberration and Sister chromatid exchange tests in Chinese ham
ster ovary cells in vitro. V. Results with 46 chemicals. Environ. Mo!. Mutagen.
16:272—303.

Mayer, V. W. and C. 1. Goirt. 1987. Aneuploidy induced by nocodazole or ethyl
acetate is suppressed by DMSO. Mutat. Res. 187:31—36.

Morris, J. B. 1990. First-pass metabolism of inspired ethyl acetate in the upper
respiratory tracts of the F344 rat and Syrian hamster. Toxicol. Appi. Pharnsa
cot. 102:331—345.

Norris, J. C., D. J. Nachreiner, T. R. Tyler, H. I. Klimisch, and D. D. Zimmer
man. 1997. Acute inhalation toxicity studies of n-butyl acetate. Inhal. Toxicol.
9:623—646.

NOTOX Toxicology Laboratory. 1986. Evaluation of the acute inhalation toxic
ity of T-3916 (n-butyl acetate) in the rat with cover letter dated 2/26/87. NTIS
Report No. OTSO5 13465.

Panova, N., V. Velichkova, and T. Panev. 1993. Industrial evaluation of “Hy
gitest” detector tubes for ethyl acetate. Po!. J. Occup. Med. Environ. Health
6:293—298.



110 COSMETIC INGREDIENT REVIEW

Union Carbide Bushy Run Research Center. 1987. Acute toxicity and primary
irritancy studies on n-butyl acetate with cover letter dated 10/08/87. NTIS
Report No. OTSO5 13465.

Union Carbide Bushy Run Research Center. 1995a. Final Report, ethyl acetate:
A ten-day vapor inhalation study in the rat, with cover letter dated 7/10/95.
NTIS Report No. OTS0558840.

Union Carbide Bushy Run Research Center. 1995b. An acute vapor inhalation
neurotoxicity study in the rat, with cover letter dated 4/5/95. NTIS Report No.
OTSO55 8837.

Ursin, C., C. M. Hansen, J. W. Van Dyk, P. 0. Jensen, I. J. Christensen, and
J.Ebbehoej. 1995. Permeability of commercial solvents through living human
skin. Am. md. Hygiene Assoc. J. 56:651—660.

Vangala, R. R., M. Blaszkewicz, H. M. Bolt, K. Golka, E. Kiesswetter, and
A. Seeber. 1991. Acute experimental exposures to acetone and ethyl acetate.
Arch. Toxicol. Suppl. 14:259—262.

Whittaker, S. G., F. K. Zimmermann, B. Dicus, W. W. Piegorsch, S. Fogel,
and M. A. Resnick. 1989. Detection of induced mjtotic chromosome loss in
Saccharomyces cerevisiae: An interlaboratory study. Mutat. Res. 224:31—78.

World Health Organization (WHO). 1999. Evaluation of certain food additives
and contaminants. Forty-ninth report of the Joint FAO-WHO Expert Commit
tee on Food Additives. WHO Technical Report Series 884. Geneva: WHO,

pp. 1—96.
Yang, L. R., H. Xu, S. Yao, and Z. Q. Zhu. 1998. Kinetics of butyl acetate

synthesis by lipase-catalyzed transesterification in hexane. Ann. N. Y. A cad.
Sci. 864:649—655.

Zeiger, E., B. Anderson, S. Haworth, T. Lawlor, and K. Mortelmans. 1992.
Salmonella mutagenicity tests: V. Results from the testing of 311 chemicals.
Environ. Mol. Mutagen. 19:2—141.

CONCLUSION

Methylene Chloride

In a safety assessment on Methylene Chloride (Elder 1988),
the CIR Expert Panel concluded that this ingredient is safe for
use in cosmetic products designed for brief discontinuous use.
Studies available since this safety assessment was completed,
along with updated information regarding use in cosmetic prod
ucts, were considered by the CIR Expert Panel. After reviewing
the available data, but most importantly, noting that the FDA has
promulgated a regulation prohibiting the use of Methylene Chlo
ride in cosmetic products, the Panel determined not to reopen
this safety assessment.

DISCUSSION
Frequency of use data submitted to FDA in 1986 indicated

that Methylene Chloride was not being used in cosmetic prod
ucts; however, similar data submitted to FDA in 2005 indicated
that it was being used in three hair sprays. According to the
Cosmetic Toiletry and Fragrance Association (CTFA 2005), the
three hair sprays are no longer being made and Methylene Chlo
ride is not currently listed as a cosmetic ingredient in the Inter
national Cosmetic Ingredient Dictionary and Handbook.

She CIR Expert Panel acknowledged that the FDA has pro
mulgated a regulation prohibiting the use of Methylene Chloride
in cosmetic products and that the earlier safety assessment on
Methylene Chloride (Elder 1988) is superceded by FDA’s regu
latory action.

REFERENCES
Agency for Toxic Substances and Disease Registry. 1993. Methylene chloride

toxicity. Ani. Fam. Physician 47:1159—1166.
Anonymous. 1996. New rules for methylene chloride. Environ. Health Perspect.

104:1270.
Andersen, M. E., H. I. Clewell. M. L. Gargas, F. A. Smith, and R. H. Reitz. 1987.

Physiologically based pharmacokinetics and the risk assessment process of
methylene chloride. Toxicol. Appl. Pharniacol. 87:185—205.

Andersen, M. E., and K. Krishnan. 1994. Physiologically based pharmacokinet
ics and cancer risk assessment. Environ. Health Perspect. 102:103—108.

Anderson, M. W., and R. R. Maronpot. 1993. Methylene chloride-induced tu
morigenesis. Carcinogenesis 14:787—788.

Angelo, M. I., A. B. Pritchard, D. R. Hawkins, A. R. Waller, and A.
Roberts. 1986a. The pharmacokinetics of dichloromethane. I. Disposition
in B6C3Flmice following intravenous and oral administration. Food Chens.
Toxicol. 24:965—974.

Angelo, M. J., A. B. Pritchard, D. R. Hawkins, A. R. Walter, and A. Roberts.
1986b. The pharmacokinetics of dichioromethane. II. Disposition in Fischer
344 rats following intravenous and oral administration. Food Chem. Toxicol.
24:975—980.

Bell, B. P., P. Franks, N. Hildreth, and J. Melius. 1991. Methylene chloride
exposure and birthweight in Monroe County, New York. Environ. Res. 55:31—
39.

Bogen, K. T., L. C. Hall, K. Wright, and T. E. McKone. 1994. Health risk
assessment of dichioromethane (methylene chloride) in California ground
water. NTIS Report No. DE9301 8480.

Burek, J. D., K. D. Nitschke, T. J. Bell, et al. 1984. A two-year inhalation toxicity
and oncogenicity study in rats and hamsters. Fundani. Appl. Toxicol 4:30—47.

Casanova, M., D. A. Bell, and H. D. Heck. 1997. Dichloromethane metabolism
to formaldehyhde and reaction of formaldehyde with nucleic acids in hepa
tocytes of rodents and humans with and without glutathione S-transferase Tl
and Ml genes. Fundani. Appl. Toxicol. 37:168—180.

Casanova, M., D. F. Deyo, and H. 1-leek. 1992. Dichloromethane (methylene
chloride): metabolism to formaldehyde and formation of DNA-protein cross-
links in B6C3FI mice and Syrian golden hamsters. Toxicol. Appl. Pharniacol.
114: 162—165.

Chang, Y. L., C. C. Yang, J. F. Deng, et at. 1999. Diverse manifestations of
oral methylene chloride poisoning: report of 6 cases. J. Toxicol. Cliii. Toxicol.
37:497—504.

Cocco, P., M. Dosemecci, and B. F. Heinemann. 1998. Occupational risk fac
tors for cancer of the central nervous system: A case-control study on death
certificates from 24 states. Am. J. Indust. Med. 33:247—255.

Cocco, P., E. F. Heineman, and M. Dosemeci. 1999. Occupational risk factors
for cancer of the central nervous system (CNS) among US women. Am. J.
Indust. Med. 36:70—74.

Consumer Product Safety Commission (CPSC). 1990. Information on methylene
chloride-containing products; general order for submission. Federal Register
55 :32282—32283.

Cordes, D. H., W. D. Brown, and K. M. Quinn. 1988, Chemically induced
hepatitis after inhaling organic solvents. WestJ. Med. 148:458—460.

Cosmetic, Toiletry and Fragrance Association (CTFA). 2005. Products contain
ing methylene chloride listed in the FDA VCRP. Memorandum (from Dr.
Gerald McEwen) to Dr. F. Alan Andersen, dated November 28, 2005.2

Coyle, Y. M., L. S. Hynan, D. M. Euhus, and A. T. Minhajuddin. 2005. An eco
logical study of the association of environmental chemicals on breast cancer
incidence in Texas. Breast Cancer Res. Treat. 92:107—114.

Dell, L. D.. K. A. Mundt, M. McDonald, J. P. Tritschler II, and D. I. Mundt.

1999. Critical review of the epidemiology literature on the potential cancer
risks of methylene chloride. tnt. Arch. Occup. Environ. Health. 72:429—442.

Devereux, T. R., J. F. Foley, R. R. Maronpot, F. Kari, and M. W. Anderson. 1993.
Ras protooncogene activation in liver and lung tumors from B6C3F1 mice
exposed chronically to methylene chloride. Carcinogenesis 14:795—801.

Dumas, S., M. E. Parent, J. Siemiatycki, and J. Brisson. 2000. Rectal can
cer and occupational risk factors: A hypothesis-generating, exposure-based
case-control study. fist. J. Cancer 87:874—879.



ANNUAL SAFETY ASSESSMENT REVIEW 111

Elder, R. L. 1988. Final report on the safety assessment of methylene chloride.
J. Am. Coil. Toxicol, 7:741—835.

El-Masri, H. A., D. A. Bell, and C. J. Portier. 1999. Effects of glutathione
transferase theta polymorphism on the risk estimates of dichloromethane to
humans. Toxicol. Appl. Pharmacol. 158:221—230.

Environmental Protection Agency (EPA). 1987. Update to the health assessment
document and addendum for dichioromethane (methylene chloride): Pharma
cokinetics, mechanism of action, and epidemiology. External Review Draft.
NTIS Report No. PB 87228565.

EPA. 1989. Health effects assessment for methylene chloride. NTIS Report No.
PB9O—142449.

EPA. 2005. IRIS chemical assessment tracking system. Status report for IRIS
chemical assessments. Methylene chloride. Internet Site accessed Octo
ber, 2005. http://cfpub.epa.gov/iristrac/index.cfm?fuseaction=listChemicals.
showList& letter=M.

European Centre for Ecotoxicology and Toxicology of Chemicals (ECETOC)
1987. The assessment of carcinogenic hazard for human beings exposed to
methylene chloride. Brussels:ECETOC. 62 pages.

ECETOC. 1988. Methylene chloride (dichloromethane): Human risk assessment
using experimental animal data. Report No. TR32. Brussels: ECETOC. 62
pages.

ECETOC. 1989. Methylene chloride (dichloromethane): An overview of exper
imental work investigating species differences in carcinogenicity and their
relevance to man. Report No. TR34. Brussels:ECETOC. 27 pages.

European Economic Community. 2005. Consolidated version of the EEC Cos
metics Directive 76/768/EEC, containing the 7th amendment and some subse
quent technical adaptations up to 28 January 2005, Annexes 1-VIl. Annex III.
List of substances which cosmetic products must not contain except subject
to the restrictions and conditions laid down. Brussels: EEC.

Fechner, G., C. Ortmann, A. Du Chesne, and H. Kohler. 2001. Fatal intoxication
due to excessive dichloromethane inhalation. Forensic Sd. mt. 122:69—72.

Foley, J. F., P. D. Tuck, T. V. Ton, M. Frost, F. Kari, M. W. Anderson, and R. R.
Maronpot. 1993. Inhalation exposure to a hepatocarcinogenic concentration
of methylene chloride does not induce sustained replicative DNA synthesis
in hepatocytes of female B6C3FI mice. Carcinogenesis 14:811—817.

Food and Drug Administration (FDA). 1985. Cosmetics; Proposed ban on the use
of methylene chloride as an ingredient of aerosol cosmetic products. Federal
Register 50:51551—51559.

FDA. 1989. Cosmetics; Ban on the use of methylene chloride as an ingredient
of cosmetic products. Federal Register 54:27328—27342.

FDA. 2004. 21 CFR 700.19. Requirements for specific cosmetic products; sub
part B—Use of methylene chloride as an ingredient of cosmetic products.

FDA. 2005. Frequency of use of cosmetic ingredients. FDA database. Washing
ton, DC: FDA.

Foster, J. R., T. Green, L. L. Smith, R. W. Lewis, P. M. Hext, and I. Wyatt.
1992. Methylene chloride—an inhalation study to investigate pathological and
biochemical events occurring in the lungs of mice over an exposure period of
90 days. Fundam. Appi. Toxicol. 18:376—388.

Gibbs, G. W., 1. Amsel, and K. Soden. 1996. A cohort mortality study of cellulose
triacetate-fiber workers exposed to methylene chloride. J. Occup. Environ.
Med. 38:693—697.

Gottschalck, T. E. and 0. N. McEwen, Jr., eds. 2004. International cosmetic
ingredient dictionary and handbook, 10th ed. Washington, DC: CTFA.

Graves, R. J., C. Coutts, H. Eyton-Jones, and T. Green. 1994. Relationship
between hepatic DNA damage and methylene chloride-induced hepatocar
cinogenicity in B6C3F1 mice. Carcinogenesis 15:991—996.

Graves, R. I., C. Coutts, and T. Green. 1995. Methylene chloride-induced DNA
damage: an interspecies comparison. Carcinogenesis 16:1919—1926.

Green, T. 1997. Methylene chloride induced mouse liver and lung tumours: An
overview of the role of mechanistic studies in human safety assessment. Huni.
Exp. Toxical. 16:3—13.

Green, T.. W. M. Provan, D.C. Collinge, and A. E. Guest. 1988. Macromolecular
interactions of inhaled methylene chloride in rats and mice. Toxicol. Appl.
Pharmacol. 93:1—10.

Hallier. E., S. Deutschmann, C. Reichel, H. M. Bolt, and H. Peter. 1990. A
comparative investigation of the metabolism of methyl bromide and methyl
iodide in human erythrocytes. mt. Arch. Occup. Em’iron. Health. 62:221—225.

Hallier, E., K. R. Schroeder, K. Asmuth, A. Dommermuth, B. Aust, and H.
W. Goergens. 1994. Metabolism of dichloromethane (methylene chloride)
to formaldehyde in human erythrocytes: Influence of polymorphism of glu
tathione transferase theta (GsT T1-l). Arch. Toxicol. 68:423—427.

Harper, C.. andY. N. Hales. 1993. Toxicological profile for methylene chloride.
Prepared for: U. S. Department of Health and Human Services Agency for
toxic Substances and Disease Registry. NTIS Report No. PB93—182483.

Heame, F. T., F. Grose, J. W. Pifer, B. R. Friedlander, and R. L. Raleigh. 1987.
Methylene chloride mortality study: dose-response characterization and ani
mal model comparison. J. Occup. Med. 29:217—228.

Heame, F. T., J. W. Pifer, and F. Grose. 1990. Absence of adverse mortality
effects in workers exposed to methylene chloride: an update. J. Occup. Med.
32:234—240.

Hegi, M. E., P. Soderkvist, J. F. Foley et al. 1993. Characterization of p53
mutations in methylene chloride-induced lung tumors from B6C3FI mice.
Carcinogenesis 14:803—810.

Heineman, E. F.. P. Cocco, M. R. Gómez. et al. 1994. Occupational exposure to
chlorinated aliphatic hydrocarbons and risk of astrocytic brain cancer. Am. J.
Indust. Med. 25:155—169.

Huff, J.. J. Bucher, and J. C. Barrett. 1996. Methylene chloride. Science
272: 1083—1084.

Huff, J., J. Cirvello, J. Haseman, and J. Bucher. 1991. Chemicals associated
with site-specific neoplasia in 1394 long-term carcinogenesis experiments in
laboratory rodents. Environ. Health Perspect. 93 :247—270.

International Agency for Research on Cancer (IARC). 1986. IARC Monographs
on the Evaluation of the Carcinogenic Risk of Chemicals to Humans, vol. 41,
43—85. Lyon: IARC.

IARC. 1987. IARC Monographs au the Evaluation of the Carcinogenic Risk of
Chemicals to Humans, Suppl. 7, Overall evaluations of carcinogeniciry: An
updating of IARC Monographs volumes 1 to 42, 194. Lyon: IARC.

IARC. 1999. IARC Monographs on the Evaluation of the Carcinogenic Risk of
Chemicals to Humans, vol. 71, 251—3 15. Lyon: IARC.

Kanno, J., J. F. Foley, F. Kari, M. W. Anderson, and R. R. Maronpot. 1993.
Effect of methylene chloride inhalation on replicative DNA synthesis in the
lungs of female B6C3F1 mice. Environ. Health Perspect. 101:271—276.

Kari. F. W., J. F. Foley, S. K. Seilkop, R. R. Maronpot, and M. W. Anderson.
1993. Effect of varying exposure regimens on methylene chloride-induced
lung and liver tumors in female B6C3F1 mice. Carcinogenesis 14:819—826.

Kelly. M. 1988. Case reports of individuals with oligospermia and methylene
chloride exposures. Reprod. Toxical. 2:13—17.

Kitchin, K. T., and J. L. Brown. 1989. Biochemical effects of three carcinogenic
chlorinated methanes in rat liver. Teratag. Carcinog. Mutagen. 9:61—69.

Lanes, S. F.. A. Cohen, K..J. Rothman, N. A. Dreyer, and K. J. Soden. 1990. Mor
tality of cellulose fiber production workers. Scand. J. Work Environ. Health.
16:247—251.

Lanes, S. F., K. J. Rothman, N. A. Dreyer, and K. J. Soden. 1993. Mortality
update of cellulose fiber production workers. Scand. I. Work Environ. Health.
19:426—428.

Lash, A. A., C. E. Becker, Y. So, and M. Shore. 1991. Neurotoxic effects of
methylene chloride: Are they long lasting in humans? Bc J. Indust. Med.
48:418—426.

LeFevre, P. A., and J. Ashby. 1989. Evaluation of dichloromethane as an inducer
of DNA synthesis in the B6C3F1 mouse liver. Carcinagenesis 10:1067—1072.

Lemassers, 0. K., D. M. Olsen, and J. H. Lin. 1999. Male reproductive effects
of solvent and fuel exposure during aircraft maintenance. Reprad. Taxicol.
13:155—166.

Liteplo, R. 0., 0. W. Long, and M. E. Meek. 1998. Relevance of carcinogenicity
bioassays in mice in assessing potential health risks associated with exposure
to methylene chloride. Hum. Exp. Toxical. 17:84—87.

Mainwaring, 0. W., S. M. Williams, I. R. Foster, J. Tugwood, and T.
Green. 1996. The distribution of theta-class glutathione 5-transferases in



112 COSMETIC INGREDIENT REVIEW

the liver and lung of mouse, rat, and human. Biochem. J. 318:297—
303.

Maltoni, C., G. Cotti, and G. Perino. 1988. Long-term carcinogenicity bioassays
on methylene chloride administered by ingestion to Sprague-Dawley rats and
Swiss mice and by inhalation to Sprague-Dawley rats. Ann. N. Y. A cad. Sci.
534:352—366.

Maronpot, R. R.,T. R. Devereux, M. Hegi, J. F. Foley, J. Kanno, R. Wiseman, and
M. W. Anderson. I 995a. Hepatic and pulmonary carcinogenicity of methylene
chloride in mice: a search for mechanisms. Toxicology 102:73—8 1.

Maronpot, R. R., C. H. Anna. T. R. Devereux, G. W. Lucier, B. E. Butterworth,
and M. V. Anderson. 1995b. Considerations concerning the murine hepato
carcinogenicity of selected chlorinated hydrocarbons. Prog. Clin. Biol. Res.
391:305—323.

Marzotko. D., and D. Pankow. 1987. Effect of single dichloromethane adminis
tration on the adrenal medulla of male albino rats. Acta Hisrochem. 82:177—
183.

Ministry of Health, Labour and Welfare (MHLW). 2005. Ministry of Health
and Welfare Notification No. 331 of 2000, as amended on March 23, 2005.
Standards for Cosmetics. Appendix 1. Ministry of Health Labour and Welfare,
Evaluation and Licensing Division, Pharmaceutical and Food Safety Bureau,
Tokyo, Japan.

National Toxicology Program (NTP). 1986. NTP technical report on the tox
icology and carcinogenesis studies of dichloromethane in F344/N rats and
B6C3F1 mice. NTIS Report No. PB86 187903.

Nitschke, K. D., J. D. Burek, T. J. Bell, R. J. Kociba, L. W. Rampy, and M. J.
McKenna. l988a. A 2-year inhalation toxicity and oncogenicity study in rats.
Fundarn. Appl. Toxicol. 11:48—59.

Nitschke, K. D., D. L. Eisenbrandt, L. G.Lomax, and K. S. Rao. 1988b. Methy
lene chloride: Two-generation inhalation reproductive study in rats. Fundani.
Appi. Toxicol. 11:60—67.

Occupational Safety and Health Administration (OSHA). 1997. Occupational
exposure to Methylene Chloride. Final rule. Federal Register 62:1494, 1663,
1565, 1575.

OSHA. 1998. 29 CFR 1910.1052. Methylene chloride; final rule.
OjajSrvi, A., T. Partanen, A. Ahlbom eta]. 2001. Risk of pancreatic cancer in

workers exposed to chlorinated hydrocarbon solvents and related compounds:
A meta-analysis. Am. J. Epidemiol. 153:841—850.

Peter, H., S. Deutschmann, C. Reichel, and E. Hallier. 1989. Metabolism of
methyl chloride by human erythrocytes. Arch. Toxicol. 63:35 1—35 5.

Reitz, R. H., A. L. Mendrala, C. N. Park, M. E. Andersen, and F. R Guengerich.
1988. Incorporation of in vitro enzyme data into the physiologically-based
pharmacokinetic (PB-PK) model for methylene chloride: implications for risk
assessment. Toxicol. Lett. 43:97—116.

Serota, D. G., A. K. Thakur, B. M. Ulland, J. C. Kirschman, N. M. Brown, R.
H. Coots, and K. Morgareidge. l986a. A two-year drinking-water study of
dichloromethane in rodents I. Rats. Food Chem. Toxicol. 24:951—958.

Serota, D. G., A. K. Thakur, B. M. Ulland, J. C. Kirschman, N. M. Brown, R.
H. Coots, and K. Morgareidge. 1986b. A two-year drinking-water study of
dichioromethane in rodents II. Mice. Food Chem. Toxicol. 24:959—963.

Snyder, R. W., H. S. Mishel, and G. C. Christensen III. 1992. Pulmonary tox

icity following exposure to methylene chloride and its combustion product,
phosgene. Chest 101:860—861.

Soden, K. J. 1993. An evaluation of chronic methylene chloride exposure. J.
Occup. Med. 35:282—286.

Stayner, L. T., and A. J. Bailer. 1993. Comparing toxicologic and epidemiologic
studies: Methylene chloride—a case study. Risk Anal. 13:667—673.

Thier. R.. U. Foest, S. Deutschmann, K. R. Schroeder, G. Westphal, B. Hallier,
and H. Peter. 1991. Distribution of methylene chloride in human blood. Arch.
Toxicol. Suppl. 14:254—258.

Tomenson, J. A.. S. M. Bonner, C. G. Heijne, D. G. Farrar, and T. F. Cummings.
1997. Mortality of workers exposed to methylene chloride employed at a plant
producing cellulose triacetate film base. Occup. Environ. Med. 54:470—476.

Trueman, R. W., and J. Ashby. 1987. Lack of UDS activity in the livers of mice
and rats exposed to dichloromethane. Envi,vn. Mo!. Muragen 10:189—195.

Ursin, C., C. M. Hansen, J. W. Van Dyk, P. 0. Jensen, I. J. Christensen, and J.
Ebbehoej. 1995. Permeability of commercial solvents through living human
skin. Am. md. Hyg. Assoc. J. 56:651—660.

Warbrick, E. V., J. D. Kilgour, R. J. Dearman, I. Kimber, and P. H. Dugard.
2003. Inhalation exposure to methylene chloride does not induce systemic
immunotoxicity in rats. J. Toxicol. Environ. Health. 66:1207—1219.

Wells, V. B., S. M. Schrader, C. S. McCammon, E. M. Ward, T. W. Turner,
M. J. Thun, and W. E. Halperin. 1989. Cluster oligospermia among four
men occupationally exposed to methylene chloride (MeCI). Reprod. Toxicol.
3 :28 1—282.

Westbrook-Collins, B., J. W. Allen, Y. Sharief, and J. Campbell. 1990. Further
evidence that dichioromethane does not induce chromosome damage. J. App!.
Toxicol. 10:79—81.

2-Methyl-5-Hydroxyethylaminophenol

CONCWSION
In a safety assessment of 2-Methyl-5-Hydroxyethyl-

aminophenol (Elder 1990), the Cosmetic Ingredient Review
(CIR) Expert Panel stated that this ingredient was safe as used in
cosmetic products. The Expert Panel reviewed newly available
studies since that assessment, along with updated information
regarding types and concentrations of use. The Panel confirmed
that 2-Methyl-5-Hydroxyethylaminophenol is safe in the prac
tices of use and concentration, as given in Table 11, and did not
reopen the safety assessment.

DISCUSSION
2-Methyl-5-Hydroxyethylaminophenol is an ingredient in

oxidative hair dyes used in 54 hair-coloring preparations in
1981, based on voluntary reports provided to FDA by indus
try, with concentrations of use ranging from 0.1% to 5% (El
der 1990). In 2005, 2-Methyl-5-Hydroxyethylaminophenol was
reportedly used in 133 cosmetic products (FDA 2006). Data
from an industry survey in 2006 indicated that 2-Methyl-5-
Hydroxyethylaminophenol was used at concentrations ranging
from 0.5% to 1% (CTFA 2006).

The CIR Expert Panel has concluded that the available epi
demiology studies are insufficient to conclude there is a causal
relationship between hair dye use and cancer and other end
points; see Hair Dye Epidemiology for a discussion and list of
references. A presentation of the available hair dye epidemiol
ogy data is available at http://www.cir-safety.org/findings.shtml.

Whereas this ingredient is an oxidative hair color, one use
in a color spray was reported by industry to FDA. Although
it is unlikely that an oxidative hair color would be used in
a color spray, previous considerations of hair spray technol
ogy have demonstrated that the particle sizes produced are not
respirable.

The Expert Panel recognizes that 2-Methyl-5-Hydroxy ethy
laminophenol is used as a hair dye ingredient and may be a
sensitizer. However, hair dyes containing this ingredient, as coal
tar hair products, are exempt from the principle adulteration
provision and from the color additive provisions in sections 601
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TABLE 11
Current and historical uses and concentrations of 2-Methyl-5-Hydroxyethylaminophenol in cosmetics

1981 2006
1981 2005 concentrations concentrations

ingredient uses ingredient uses (Elder 1990) (CTFA 2006)Product category (Elder 1990) (FDA 2006) (%) (%)
Hair-coloring preparations
Hair dyes and colors 54 132 <0.1—5 0.5—1Color sprays

— 1
—

—Total uses/ranges for 2-Methyl- 54 133 < 0.1—5 0.5—15-Hydroxyethylaminophenol

and 706 of the Federal Food, Drug, and Cosmetic Act, when
the label bears a caution statement and patch test instructions
for determining whether the product causes skin irritation. The
Expert Panel expects that following this procedure will identify
prospective individuals who have had an irritation/sensitization
reaction and allow them to avoid significant exposure.
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TABLE 12
Historical and current cosmetic product uses and concentrations for Resorcinol and 2-Methyiresorcinol

1981 2006
1981 2006 concentrations concentrations

Product category uses uses (Elder 1986) (CTFA 2006)
(FDA 2005) (Elder 1986) (FDA 2006) (%) (%)

2-Methyiresorcinol
Hair-coloring products

Dyes and colors 104 555 0.1—1 0.6—2
Tints 8
Lighteners with color 1

Nail care products
Basecoats and undercoats 1

Total uses/ranges for 2-Methylresorcinol 104 565 0.6—2
Resorcinol

Bath products
Soaps and detergents 1 >0.1—1

Noncoloring hair products
Shampoos 1 1 >0.1—1

Hair coloring products
Dyes and colors 464 1193 S0.1—5 0.5—5
Tints 7 16 2
Rinses 2
Color sprays 1 2
Lighteners with color 3 2
Bleaches 2
Other 2

Makeup
Blushers 0.1
Face powders 0.1
Foundations 0.1
Makeup bases 1 >1—5 0.1
Makeup fixatives 0.1
Other 0.1

Nail care products
Basecoats and undercoats 1

Shaving products
Aftershave lotions 1

Skin care products
Skin cleansing creams, lotions, liquids, and pads 4 2 0.1—l 0.1
Depilatories 0.1
Face and neck creams, lotions, powder and sprays 1 0.1—1
Body and hand creams, lotions, powder and sprays 1 0.1
Foot powders and sprays 0.1
Moisturizers 0.1
Night 0.1
Paste masks (mud packs) 1 0.1
Skin fresheners 1 — >0.1—1 0.1
Other 3 1 > 0.1—5 0.1

Total uses/ranges for Resorcinol 482 1222 0.1—5 0.5—5
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Resorcinol and 2-Methyiresorcinol

CONCLUSION
In a safety assessment of Resorcinol and 2-Methyiresorcinol

(Elder 1986), the Cosmetic Ingredient Review (CIR) Expert
Panel stated that both are safe as cosmetic ingredients in the
present practices of use and concentration. The Expert Panel re
viewed newly available studies since that assessment, along with
updated information regarding types and concentration of use.
The Panel confirmed that Resorcinol and 2-Methylresorcinoi are
safe in the practices of use and concentrations given in Table 12
and did not reopen the safety assessment.

DISCUSSION
Resorcinol and 2-Methyiresorcinol are dye intermediates in

permanent, oxidative hair dyes used in 482 and 104 products,
respectively, in 1981, based on voluntary reports provided to
FDA by industry, at concentrations of <0.1% to 5% and 0.l%
to 1%, respectively (Elder 1986). Data provided to FDA in 2006
indicated that Resorcinol and 2-Methyiresorcinol are being used
in 1222 and 565 products, respectively (FDA 2006). Current
use concentration data from a cosmetics industry survey indi
cated that Resorcinol is being used in cosmetics at concentra
tions ranging from 0.5% to 5% and that 2-Methyiresorcinol is
being used at concentrations ranging from 0.6% to 2% (CTFA
2006).

The Expert Panel recognized that there are data gaps regard
ing use and concentration of these ingredients. However, the
overall information available on types of products in which these
ingredients are used and at what concentrations indicate a pattern
of use, which was considered by the Expert Panel in assessing
safety.

The Expert Panel also considered that these ingredients may
be sensitizers. However, as coal tar derivatives, products con
taining these ingredients are exempt from the principle adul
teration provision and from the color additive provision in
sections 601 and 706 of the Federal Food, Drug, and Cos
metic Act, when the label bears a caution statement and patch
test instructions for determining whether the product causes
skin irritation. The Panel expects that following this procedure
will identify prospective individuals who have had an irrita
tion/sensitization reaction and allow them to avoid significant
exposure.

The CIR Expert Panel has concluded that the available epi
demiology studies are insufficient to conclude there is a causal
relationship between hair dye use and cancer and other end
points; see Hair Dye Epidemiology for a discussion and list of
references. A presentation of the available hair dye epidemiol
ogy data is available at http://www.cir-safety.org/findings.shtml.
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Petroleum Distillates

CONCWSION
In a safety assessment of Petroleum Distillates (Elder 1986),

the Cosmetic Ingredient Review (CIR) Expert Panel stated that
this ingredient was safe as a cosmetic ingredient at the current
concentrations of use. The Expert Panel reviewed updated in
formation regarding types and concentration of use. The Panel
confirmed that Petroleum Distillates are safe in the practices of
use and concentrations given in Table 13 and did not reopen the
safety assessment.

TABLE 13
Historical and current cosmetic product uses and concentrations for Petroleum Distillates

1981
1981 2005 concentrations 2006
uses uses (Elder 1986) concentrations

Product category (Elder 1986) (FDA 2006) (%) (CTFA 2006) (%)
Eye makeup

Eyeliners 1 2 >50 19
Eye shadow 78 3 >1—>50 3—32
Eye makeup remover 1 1 >25—50 61
Mascara 18 18 >10—>50 12—64
Other 3 2 >5—>50 5—55

Noncoloring hair care products
Other

—
—

— 4—82
Hair coloring products

Dyes and colors 1 — >25—50
—

Other 3 — —
—

Makeup
Blushers

— — — 2
Foundations

— 2 —
—

Lipsticks
— —

— 3
Makeup bases 4

— >5—10
—

Other 1
— >10—25

—

Nail care products
Nail polishes and enamels 1 — >10—25

—

Other
— — 40°

Skin care products
Skin cleansing creams, lotions, liquids, and pads 1 — >50 5—37
Depilatories 1 >25—50 —

Other
— 1

—
—

Total uses/ranges for Petroleum Distillates 113 29 > 1—>50 2—82

040% in a drying enhancer.
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DISCUSSION
The Expert Panel noted that there has been a name change

in the International Cosmetic Ingredient Dictionary and Hand
book from the singular to the plural, Petroleum Distillates, and
that cosmetic grade Petroleum Distillates consist of C10 to C16
paraffinic, naphthenic, and isoparaffinic hydrocarbons with a
boiling point range of 350°C to 500°C. There has also been a
correction of the CAS number to 8002-05-9.

Petroleum Distillates were used in 113 products in 1981,
based on voluntary reports provided to FDA by industry with
concentrations of use ranging from <1% to >50% (Elder 1986).
In 2006, Petroleum Distillates was reportedly used in 29 prod
uctS (FDA 2006). Data from an industry survey in 2006 indicated
that Petroleum Distillates were used at concentrations ranging
from 2% to 82% (CTFA 2006).

New unpublished data submitted by industry included three
Draize eye irritation tests on eye area products that con
tained Petroleum Distillates at 34.4% to 39.7%. The prod
ucts were found to be noriirritating. A mascara with 6 1.57%

Petroleum Distillates was found to be non-irritating in an
opthalmological safety evaluation. Repeat-insult patch tests per
formed with mascara with Petroleum Distillates at 6 1.57% re
sulted in a non-irritating and non-sensitizing result. Petroleum
Distillates are nonirritating and nonsensitizing to the eye
area.

REFERENCES
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TABLE 14
Historical and current cosmetic product uses and concentrations for Phenethyl Alcohol

1987 2005
1987 2005 concentrations concentrations
uses uses (Elder 1990) (CTFA 2006)

Product category (Elder 1990) (FDA 2006) (%) (%)

Eye makeup 25U — —

Eyebrow pencils — .02
Eyeliners 1 —

Eye makeup remover 2 0.1
Mascara 9 0.2—0.8

Fragrance products 2 1”
Noncoloring hair care products

Shampoos 3 — 1 —

Makeup 2° —

< i’
Blushers — 0.008
Face powders 1
Foundations 1 0.03
Other 4 0.005

Skin care products 12b < —

Skin cleansing creams, lotions, liquids, and pads 1 0.01
Depilatories 1 1 —

Face and neck creams, lotions, powder and sprays 0.003
Body and hand creams, lotions, powder, and sprays 3 —

Moisturizers 1 —

Night creams, lotions, powder, and sprays 1 —

Other 3 —

Suntan products
Suntan gels, creams, liquids, and sprays — 1 — 0.01

Total uses/ranges for Phenethyl Alcohol 45 28 <1 0.003—0.8

auses in broad product categories only were reported in 1987, whereas current uses are reported in specific product categories.
5Except for depilatories, uses were reported only for the broad category of skin care products in 1987.
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CONCLUSION

Phenethyl Alcohol

In a safety assessment of Phenethyl Alcohol (Elder 1990),
the Cosmetic Ingredient Review (CIR) Expert Panel stated that
this ingredient was safe up to 1% in cosmetic products. The
Expert Panel reviewed newly available studies since that as
sessment, along with updated information regarding types and
concentrations of use. The Panel confirmed Phenethyl Alcohol
is safe at a concentration up to 1%, and did not reopen the safety
assessment.

DISCUSSION
Phenethyl Alcohol was used in 45 cosmetic products in 1987,

based on voluntary reports provided to FDA by industry, with
concentrations of use at less than 1% (Elder 1990). In 2005,
Phenethyl Alcohol was reportedly used in 28 cosmetic products
(FDA 2006). Data from an industry survey in 2006 indicated
that Arachidyl Propionate was used at concentrations ranging
from 0.003% to 0.8% (CTFA 2006). Table 14 presents the avail
able use and concentration information. The Panel stated that if
industry had an interest in increasing the 1% limit, it would be
necessary to reopen the safety assessment and for industry to
provide the relevant data.
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PoIyquaternum-1 0

CONCWSION
In a safety assessement of Polyquaternium-lO (Elder 1988),

the CIR Expert Panel stated that this ingredient is safe as a
cosmetic ingredient in the present practices of use. The Expert
Panel reviewed newly available studies since that assessment,
along with updated information regarding types and concentra
tions of use. The Panel confirmed that Polyquatemium-lO is safe
in the practices of use and concentrations given in Table 15 and
did not reopen the safety assessment.

DISCUSSION
Polyquaternium-lO was used in 139 cosmetic products in

1981, based on voluntary reports provided to FDA by indus
try, with concentrations of use between <0.1% and 5 % (Elder
1990). In 2005, Polyquatemium-lO reportedly was used in 396
cosmetic products (FDA 2006). Data from an industry survey in
2005 indicated that Arachidyl Propionate was used at concen
trations ranging from 0.004% to 1.5% (CTFA 2005).

The Expert Panel did note that Polyquatemium-lO is used
in several product categories, including baby products, in

which this ingredient had not been reportedly used. Because
Polyquatemium 10 absorbs in the hair, but not skin, the Expert
Panel considered that these new product categories did not raise
any issues of safety.
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Retinol and Retinyl Palmitate

CONCWSION
In a safety assessment on Retinol and Retinyl Palmitate

(Elder, 1987), the CIR Expert Panel stated that these ingredi
ents are safe as a cosmetic ingredients in the present practices of
use and concentration. Studies available since that safety assess
ment was completed, along with updated information regarding
uses and use concentrations, were considered by the CIR Expert
Panel. The Panel confirmed that Retinol and Retinyl Palmitate
are safe in the practices of use and concentrations given in Table
16 and did not reopen the safety assessment.

DISCUSSION
The number of ingredient uses reported for Retinol and

Retinyl Palmitate in 1981 were 138 and 102, respectively; and
use concentrations were <0.1% to 5% for both (Elder 1987).
Data provided by FDA in 2002 indicated 50 and 677 uses for
Retinol and Retinyl Palmitate, respectively. Current use concen
tration data for Retinol are between 0.00006% and 2%, and for
Retinyl Palmitate, between 0.000001% and 1.7%.

It was noted that both Retinol and Retinyl Palmitate are used
in hair sprays, and that inhalation toxicity data on these ingre
dients are/were not available. The Expert Panel reasoned that
the two ingredients can be used safely in aerosolized products if
particulates from those products are not respirable. Because the
particle size of anhydrous hair sprays (60 - 80 rm) and pump
hair sprays (>80 m) is large compared to the median aero
dynamic diameter of 4.25 ± 1.5 rm for a respirable particulate
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TABLE 15
Historical and current cosmetic product uses and concentrations for Polyquaternium- 10

1981 2005
concentrations concentrations

1981 uses 2002 uses (Elder 1988) (CTFA 2005)
Product category (Elder 1988) (FDA 2002) (%) (%)

Baby products
Shampoos 4 0.02—0.4
Other 1 0.1

Bath products
Oils, tablets, and salts

— 2 — 0.2—0.5
Soaps and detergents 1 32 >0.1—1 0.1—0.5
Bubble baths 1 1 >0.1—1 —

Other 1 o.iiz
Eye makeup

Eyebrow pencils 0.1
Eye lotions 1
Eye makeup remover 1
Mascara 5 7 <0.1 0.3
Other 1

Fragrance products
Other 3

Noncoloring hair care products
Conditioners 16 37 <0.1—5 0.2—0.5
Sprays/aerosol fixatives 1 1 >0.1—1 —

Permanent waves 6 5 >0.1—5 0.1
Rinses 2
Shampoos 62 167 0.1—5 0.1—1
Tonics, dressings, etc. 4 20 <0.1—1 0.05—0.5
Wave sets 6 6 <0.1—5

—

Other 1 14 >0.1—1 1.5
Hair-coloring products

Dyes and colors 3
Tints 35
Shampoos 3 8 >01—1
Other 2 0.21

Makeup
Foundations 0.02—0.05
Leg and body paints

—
— 0.2

Makeup bases 2 0.1
—

Personal hygiene products
Other 9 0.1_0.3c

Shaving products
Aftershave lotions 0.004
Shaving cream 0.1
Other 3

Skin care products
Skin cleansing creams, lotions, liquids, and pads 6 17 0.1—1 0.1—0.9
Depilatories

— 1
—

—

Face and neck creams, lotions, powder, and sprays 8d
— <o 1 1d 0.05—0.5

Body and hand creams, lotions, powder, and sprays 3
— —

—

(Continued on next page)
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TABLE 15
Historical and current cosmetic product uses and concentrations for Polyquatemium- 10 (Continued)

1981 2005
concentrations concentrations

1981 uses 2002 uses (Elder 1988) (CTFA 2005)
Product category (Elder 1988) (FDA 2002) (%) (%)

Foot powders and sprays — 0.1
Moisturizers 12 1 <0.1—1 0.8
Night creams, lotions, powder, and sprays 1 2 0.1 0.2
Paste masks/mud packs 1 2 0.1 —

Skin fresheners 1 1 < 0.1 —

Wrinkle smoothers (removers) 1 <0.1—1 —

Other 1 3 >0.1—1 0.07—0.3
Suntan products

Suntan gels, creams, liquids, and sprays — — 0.1
Indoor tanning preparations — 1 —

Total uses/ranges for Polyquaternium-lO 139 396 0.1—5 0.004—1.5

A body wash product.

5A coloring shampoo product.
CO. 1% reported in a handwash product.
dIn 1981, these categories were combined and have since been separated.

mass, it was considered unlikely that inhalation would be a route
of exposure of lung tissue.

The Panel also noted that Retinol and Retinyl Palmitate ab
sorb light in the low UVA range and that neither photoirritation
nor photoallergy data were included in the final safety assess
ment. However, recent photoirritation and photoallergy data on
sunscreen products containing Retinol at concentrations ranging
from 0.04% to 0.09% or 0.01% Retinyl Palmitate were provided
by the cosmetics industry and these data demonstrated no ad
vesrse reactions. These concentrations are consistent with the
current use concentration data that were provided. After consid
ering these data and the the lack of clinical reports of Retinol
or Retinyl Palmitate—induced photoirritation/photoallergy in the
published literature, it was agreed that no concerns relating to the
phototoxicity/photoallergenicity potential of Retinol or Retinyl
Palmitate in cosmetic products are warranted.

The Panel is aware of an ongoing NTP photococarcinogenic
ity study on Retinyl Palmitate, and is interested in reviewing the
results of this study as soon as they are available. Relative to this
ongoing research, the Panel noted that data from the published
literature indicate that the epoxy photodecomposition products
of Retinyl Palmitate are phototoxic, but not photomutagenic.

After reviewing in vitro percutaneous absorption data (human
skin) on Retinyl Palmitate that were published after the final
safety assessment was issued, the Panel noted that the results
of this study demonstrated a very low rate of absorption when
acetone (not a cosmetic vehicle) served as the vehicle. It was
agreed that no issues relating to the percutaneous absorption of
Retinyl Palmitate are apparent.
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TABLE 16
Historical and current cosmetic product uses and concentrations for Retinol and Retinyl Palmitate

1981 2005
concentrations concentrations

l98luses 2002 uses (Elder 1987) (CTFA 2005)
Product category (Elder 1987) (FDA 2002) (%) (%)

Retinal
Baby products

Lotions, oils, powders, and creams 1 >0.1_i
Bath products

Oils, tablets and salts 4 0.03
Bubble baths 1 0.005
Other

0.0003°
Eye makeup

Eye shadow 1
Eye lotion 0.003—0.1
Eye makeup remover 1 0. 1
Other 2

Noncoloring hair products
Conditioners 2

—
—

Sprays/aerosol fixatives 1 0.1 <0.01
Rinses 1
Shampoos 4

— 0.1
—

Tonics, dressings, etc. 2 1 fl0.1—l 0.01
Wave sets 4 fl 0.1
Other 1 >0.1—1

Makeup
Blushers 1 1

—
—

Face powders 1
—

—

Foundations 4 1 <0.1 0.0005—0.2
Lipsticks 5 2

— 0.1—0.2
Makeup bases 5 1 fl 0.1

Nail care products
Creams and lotions 1 0.00 1
Other 1 1 fl 0.1

Personal hygiene products
Other 1 0.01

Shaving products
Aftershave lotions 1
Preshave lotions 1

Skin care products
Skin cleansing creams, lotions, liquids, and pads 7 1 fl0.1—1 0.00006—0.2
Face and neck creams, lotions, powder, and sprays 20b 2 o 0.01—0.3
Body and hand creams, lotions, powder, and sprays 6

— . 0.00006—0.09
Moisturizers 39 7 0.1—1 0.01—0.3
Night creams, lotions, powders, and sprays 11 3 <0.1—1 0.003—0.1
Paste masks 4 < 0.1 0.02
Skin fresheners 4 1 < 0.1

—

Hormone preparations 3 N/AC <0.1—1 N/AC
Wrinicle smoothers (removers) 1 N/AC <0.1 N/AC
Other 8 15 <0.1—1 0.06—1.6’

Total uses/ranges for Retinol 138 50 flO.1—5 0.00006—2
(Continued on next page)
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TABLE 16
Historical and current cosmetic product uses and concentrations for Retinol and Retinyl Palmitate

1981 2005
concentrations concentrations

198 luses 2002 uses (Elder 1987) (CTFA 2005)
Product category (Elder 1987) (FDA 2002) (%) (%)

Retinyl Palinitate
Baby products
Lotions, oils, powders, and creams 1

Bath products
Soaps and detergents 16 0.001—0.01

Bath products
Oils, tablets and salts — — — 0.00001—0.06
Bubble baths 1 1 <0.1 0.06
Other 1 5 < 0.1 0O0i—0.Oi

Eye makeup
Eyebrow pencils 1 0.1—0.5
Eyeliner 0.05—0.1
Eye shadow 7 0.1
Eye lotions 8 0.001—0.6
Eye makeup remover 2 0.001—0.06
Mascara 5 0.000001—0.05
Other 4 15 <0.1—1 0.06—0.1

Fragrance products
Colognes and toilet waters 1 0.001—0.02
Perfumes 1
Powders 7 0.01—0.05
Other 4 0.001—0.02

Noncoloring hair products
Conditioners 2 25 < 0.1 0.0001—1
Sprays/aerosol fixatives — 4 — 0.005—0.009
Rinses 1 —

Shampoos — 24 0.0001—1
Tonics, dressings, etc. 2 12 >0.1—1 0.00001—0.01
Other 6

Hair-coloring products
Tints 1
Rinses 1
Color Sprays 1
Other 2

Makeup
Blushers 2 11 <0.1—1 0.01—0.1
Face powders 1 22 0.1 0.001—0.6
Foundations 7 42 <0.1 0.02—0.6
Lipsticks 14 41 0.1—1 0.001—0.2
Makeup bases 1 15 0.1 0.01—0.3
Rouges 2 0.1—1 0.1
Makeup fixatives — 1 — 0.01
Other 1 21 <0.1 0.2—0.6

(Continued on next page)
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TABLE 16
Historical and current cosmetic product uses and concentrations for Retinol and Retinyl Palmitate

1981 2005
concentrations concentrations

l98luses 2002 uses (Elder 1987) (CTFA2005)
Product category (Elder 1987) (FDA 2002) (%) (%)
Nail care products

Cuticle softeners
— 3

— o.ooi—o.i
Creams and lotions 1 4 0.1
Nail polishes and enamels 1 3 S 0.1 0.01—0.06

Nail care products
Nail polish and enamel removers

—
— 0.1

Other
— 3

— 0.002
Personal hygiene products

Other
— 1

— O.OOi—O.i
Shaving products

Aftershave lotions
— 4

— 0.00 1—0.3
Shaving products

Shaving cream (aerosol, brushless, and lather) — —
— 0.00001—0.01

Other
—

— 0.01
Skin care products

Skin cleansing creams, lotions, liquids, and pads
— 24

— 0.0001—0.2
Depilatories

—
—

— 0.02
Face and neck creams, lotions, powder, and sprays 37

<0 1 1b 0.003—1.7
Body and hand creams, lotions, powder, and sprays 57 — — 0.001—0.3
Foot powders and sprays

— 1
— 0.06

Moisturizers 28 110 <0.1—1 0.006—0.6
Night creams, lotions, powder, and sprays 9 35 0.l—5 0.001—0.5
Paste masks/mud packs 4 24 0.1—1 0.06—0.4
Skin fresheners

— 3
— 0.001—0.02

Wrinkle smoothers (removers) 1 N/AC >0.1—1 N/AC
Other 7 49 <0.1—1 0.05—0.4

Suntan products
Suntan gels, creams, liquids, and sprays

— 5
— 0.0001—0.1

Indoor tanning preparations
— 2

— 0.01—0.05
Other 1 8 >0.1—1 0.01

Total uses/ranges for Retinyl Palmitate 102 677 0.1—5 0.000001—1.7
Body cleanser.
bThese categories were combined when the original safety assessment was performed and are now two separate categories.
cNo longer included as a cosmetic product category.
dRenewal serum.

0.00l% in a shower cream and 0.01% in a shower gel.
Hot oil.
OOOOl% in a towelettes product.
h0001% in a body oil.
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CONCLUSION

Sorbic Acid and Potassium Sorbate

In a safety assessment of Sorbic Acid and Potassium Sorbate
(EIder, 1988), the CIR Expert Panel stated that these ingredients
are safe as cosmetic ingredients in the present practices of use
and concentration. Studies available since this safety assessment

was completed, along with updated information regarding use
in cosmetic products, were considered by the CIR Expert Panel.
The Panel confirmed that Sorbic Acid and Potassium Sorbate
are safe in the practices of use and concentrations given in Table
17 and did not reopen the safety assessment.

DISCUSSION
In 1986, Sorbic Acid and Potassium Sorbate were reported

as being used in 445 products (at concentrations of 0.1% to
5%) and 117 products (at concentrations of), respectively, at
concentrations of use of 0.1% to 5% and 0.1% to 1%, respec
tively (Elder 1988). Data provided to FDA in 2005 indicated
that Sorbic Acid and Potassium Sorbate were being used in 411
and 300 products, respectively (FDA 2005). A survey in 2006 of
industry use patterns reported that Sorbic Acid was being used
in cosmetics at concentrations ranging from 0.00002% to 3.0%
and that Potassium Sorbate was being used at concentrations
ranging from 0.00003% to 0.3% (CTFA 2006).
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TABLE 17
Historical and current cosmetic product uses and concentrations for Sorbic Acid and Potassium Sorbate

1986 2006
concentrations concentrations

1986 uses 2005 uses (Elder 1988) (CTFA 2006)
Product category (Elder 1988) (FDA 2005) (%) (%)

Sorbic Acid
Baby products 4” o.1_1a

Shampoos 1
Lotions, oils, powders, and creams
Other 1

Bath products 20”
Soaps and detergents 3 0.0001—0.1
Oils, tablets, and salts — 0.00006
Bubble baths 12 0.2
Other 7 0.06

Eye makeup
Eyeliners 12 1 0.1—l 0.1—0.2
Eye shadow 26 22 0.l—1 0.0004—0.3
Eye lotion 2
Eye makeup remover 8 5 0.1—1 0.3
Mascara 10 9 <0.1—1 0.0002—0.2
Other 15 9 <0.1—1

Fragrance products
Colognes and toilet waters 0.001
Perfumes 0.2
Powders 14 1 <0.1—1 0.3
Sachets 0.3
Other fragrance preparations 10 1 0.1—1 0.00006

Noncoloring hair products 25” 0.1_1a
Conditioners 6 0.00002—0.009
Sprays/aerosol fixatives 1 0.15
Rinses
Tonics, dressings, etc. 8 0.3
Permanent waves
Shampoos (noncoloring) 7 0.2
Other 2

Hair-coloring products
Dyes and colors 65
Tints 1
Shampoos 3 1 >0.1—1
Color sprays 2
Lighteners with color 2

Makeup
Blushers 19 11 0.1—l 0.0006—0.3
Face powders 21 0.04—0.7
Foundations 13 37 <0.1—1 0.05—0.3
Lipsticks 32 18 >0.1—1 0.2
Makeup bases 106 — 0.1—1 0.2
Rouges 4 — 0.1—1 —

Makeup fixatives 1
Other 21 16 <0.1—1 0.07

(Continued on next page)
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TABLE 17
Historical and current cosmetic product uses and concentrations for Sorbic Acid and Potassium Sorbate (Continued)

1986 2006
concentrations concentrations

1986 uses 2005 uses (Elder 1988) (CTFA 2006)
Product category (Elder 1988) (FDA 2005) (%) (%)

Nail care products
Cuticle softeners 1
Creams and lotions 1
Other 3 1 <0.1—1 0.05—0.2

Oral hygiene products
Mouthwashes and breath fresheners

— 3
Personal hygiene products 60

•

1a
Underarm deodorants
Douches
Feminine deodorants 0.2
Other 7 0.06

Shaving products
Shaving cream 2

Other 2
Skin care products

Skin cleansing creams, lotions, liquids, and pads 18 17 0.1—5 0.05—0.2
Face and neck creams, lotions, powder and sprays 21a <0 1—1°

0.003—0.1
Body and hand creams, lotions, powder and sprays 22 — 0.00 1
Moisturizers 23 19 <0.1—5 0.0001—3.0
Night creams, lotions, powders and sprays 22 1 0.1—l —

Paste masks/mud packs 11
—

Skin fresheners 3 0.08
Other 19 0.1—0.2

Suntan products 7° <0.1—la
Suntan gels, creams, liquids, and sprays .5 0.001—0.2
Indoor tanning preparations 12

—

Other 1
Total uses/ranges forSorbic Acid 445 411 0.1—5 0.00002—3.0

Potassium Sorbate
Baby products

Shampoos 0.3
Bath products 4a

Oils, tablets, and salts 0.0004—0.08
Soaps and detergents 0.00005—0.5
Bubble baths 2 0.0001
Other 14 0.002—0.5

Eye makeup
Eyeliner 4 0.03
Eye shadow
Eye lotions 1 0.2
Eye makeup remover 4 0.3
Mascara 13 0.01—0.2
Other 6 2 <0.1—1 0.1

Fragrance products
Colognes and toilet waters 0.05
Perfumes 0.0002

(Continued on next page)
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TABLE 17
Historical and current cosmetic product uses and concentrations for Sorbic Acid and Potassium Sorbate (Continued)

1986 2006
concentrations concentrations

1986 uses 2005 uses (Elder 1988) (CTFA 2006)
Product category (Elder 1988) (FDA 2005) (%) (%)

Powders 15
Other 0.0004

Noncoloring hair products
Conditioners 7 10 <0.1—1 0.00006—0.6
Sprays/aerosol fixatives — 1 <0.000 1
Permanent waves 0.2
Rinses 1 —

Shampoos 18 11 <0.1—1 0.00006—030
Tonics, dressings, etc. 3 7 0.l—l 0.00003—0.5
Wave sets 12 2 <0.1—1 —

Other 14 0.00006
Hair-coloring products

Dyes and colors 31 0.05
Makeup

Blushers 1 0.2
Face powders 6 0.06
Foundations 9 4 0.05—0.1
Lipsticks — 1 0.2—0.3
Makeup bases 1 0.2—0.3
Rouges 1
Other 3 0.3

Nail care products
Creams and lotions 0.0003
Nail polishes and enamels 0.0005

Oral hygiene products
Dentifrices 0.0005
Mouthwashes and breath fresheners — 0.3
Other 1 0.001

Personal hygiene products
Underarm deodorants 2 0.00005—0.002

Other 4 0.07—0.5
Shaving products

Aftershave lotions 15 0.002—0.1
Shaving cream (aerosol, brushless, and lather) 3
Other 1 0.002

Skin care products
Skin cleansing creams, lotions, liquids and pads 7 19 <0.1—1 0.001—0.3
Depilatories 2
Face and neck creams, lotions, powder, and sprays 20

<0 110 0.0006—0.4
Body and hand creams, lotions, powder, and sprays 13 — . 0.0002—0.4
Foot powders and sprays — 0.0001
Moisturizers 22 0.08—0.22
Night creams, lotions, powder, and sprays 8 0.002—0.4
Paste masks/mud packs 10 0.0005
Skin fresheners 1
Other 19 0.01—0.1

(Continued on next page)
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TABLE 17
Historical and current cosmetic product uses and concentrations for Sorbic Acid and Potassium Sorbate (Continued)

1986 2006
concentrations concentrations

1986 uses 2005 uses (Elder 1988) (CTFA 2006)
Product category (Elder 1988) (FDA 2005) (%) (%)

Suntan products
Suntan gels, creams, liquids, and sprays 1

— 0.2
Indoor tanning preparations 2

— 0.0002
Other 1

—
—

Total uses/ranges for Potassium Sorbate 117 300 0.1—l 0.00003—7.0
aThese categories were combined when the original safety assessment was performed and are now two or more separate categories.
00O2% to 0.4% for creams, lotions, and powders; 0.001% for sprays.
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Steareth-2, -4, -6, -7, -10, -11, -13, -15, and -20

CONCIUSION
In a safety assessment of Steareth-2, -4, -6, -7, -10, -11, -

13, -15, and -20 (Elder 1988), the Cosmetic Ingredient Review
(CW) Expert Panel stated that these ingredients are safe as used
in cosmetic products. The Expert Panel reviewed newly available
studies since that assessment, along with updated information
regarding types and concentrations of use. The Expert Panel
confirmed the safety of Steareth-2, -4, -6, -7, -10, -11, -13, -15,
and -20 in the practices of use and concentration, as given in
Table 18 and determined to not reopen this safety assessment.
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TABLE 18
Historical and current cosmetic product uses and concentrations for Steareth -2, -4, -6, -7, -10, -15, and -20

1981 2003
use concentrations use concentrations

1981 uses 2005 uses (Elder 1988) (CTFA 2006)
Product category (Elder 1988) (FDA 2006) (%) (%)

Steareth-2
Baby care

Lotions, oils, powders, and creams 3 2
Bath

Oils, tablets, and salts 0.001
Soaps and detergents 0.004—2
Bubble baths 0.00 1
Other bath 0.00 1_2c

Eye makeup 42 >o.1_5’
Eyebrow pencils 0.1
Eye shadow 0.8—3
Eye lotions 1 0.5—2
Eye makeup remover 3 2
Mascara 2 0.5—2
Other eye makeup 1 3

Fragrances
Colognes and toilet waters

—

— 0.0002
Other fragrances

— 3 —

Noncoloring Hair Care 19 —

Conditioners 4
Straighteners 3
Rinses 1
Tonics, dressings, etc. 3 0.3—2
Other noncoloring hair care 4 0.5

Hair Coloring
Makeup 42’ >0.1_5a

Blushers 0.2—1
Face powders 3 0.6
Foundations 23 0.4—3
Lipsticks 1 2
Makeup bases 5 0.2—2
Other makeup 5 02_3d

Nail care
Cuticle softeners

— 2
Creams and lotions 1

—

Personal hygiene
Underarm deodorants 2—4
Other 15 0.5

Shaving
Aftershave lotions 9 1—6
Shaving cream 2 0.001

Skin care
Cleansing creams, lotions, etc. 15 0.3—3
Depilatories 0.001
Face and neck skin care

46C 8
0 1_25c 0.6—2

Body and hand skin care 49 > . 0.004—3
(Continued on next page)
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TABLE 18
Historical and current cosmetic product uses and concentrations for Steareth —2, —4, —6, —7, —10, —15, and —20 (Continued)

1981 2003
use concentrations use concentrations

1981 uses 2005 uses (Elder 1988) (CTFA 2006)
Product category (Elder 1988) (FDA 2006) (%) (%)

Foot powders and sprays 3 2
Moisturizers 42 0.8—4
Night skin care 8 2—4
Paste masks/mud packs 5
Skin fresheners 1
Other skin care 16 2

Suntan 46C >0.l_25c
Suntan gels, creams, liquids and sprays 1 0.7—4
Indoor tanning 7 0.2—1
Other suntan 1 —

Total uses/ranges for Steareth-2 107 248 >0.1—25 0.0002—4
Steareth-4

Bath
Soaps and detergents 8 0.1—0.5
Other bath 6

Noncoloring Hair Care
Conditioners 0.6
Rinses 1 0.6
Shampoos 1 0.2—2

Skin Care
Cleansing creams, lotions, etc. 3
Body and hand skin care — 0.06

Total uses/ranges for Steareth-4 19 0.0 1—2
Steareth-6

Bath
Oils, tablets, and salts 1

Skin Care
Other skin care 1

Total uses/ranges for Steareth-6 2
Steareth-7

Skin Care
Cleansing creams, lotions, etc. 1
Face and neck skin care 3
Body and hand skin care 2
Paste masks/mud packs — 0.1

Total uses/ranges for Steareth-7 6 0.1
Steareth-]0b

Eye makeup 24 >0. 1—5’
Eyeliners 0.4
Eye lotions 1
Mascara 2 1
Other eye makeup 0.009

(Continued on next page)
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TABLE 18
Historical and current cosmetic product uses arid concentrations for Steareth —2, —4, —6, —7, —10, —15, and —20 (Continued)

1981 2003
use concentrations use concentrations

1981 uses 2005 uses (Elder 1988) (CTFA 2006)
Product category (Elder 1988) (FDA 2006) (%) (%)

Fragrance products 5° >0.l_50
Noncoloring hair care

Conditioners 2 1 <0.1—5 2
Straighteners 9 2 >0.1—S 0.4
Shampoos 2 >0.1—5
Tonics, dressings, etc. 5 >0.1—5
Other noncoloring hair care 0.1

Hair coloring
Bleaches 2 >0.1—5

Makeup 24° >0.1—5°
Foundations
Lipsticks 0.5
Makeup fixatives 1

Oral hygiene
Mouthwashes and breath freshener sprays 5 >0.1_S

Personal hygiene
Underarm deodorants 2 >0.1_S
Other personal hygiene 19 <0.1—5

Shaving
Aftershave lotions 5 >0.1—5

Skin care
Cleansing creams, lotions, etc. 7 1 >0.1—5 0.2
Face and neck skin care

29° >0 lsa 0.51
Body and hand skin care 2 . 2
Foot powders and sprays 1
Moisturizers 18 1—2
Night skin care 1

—

Paste masks/mud packs 0.1
Other skin care 3

Suntan 29a

Suntan gels, creams, liquids and sprays 1
Indoor tanning

Other suntan
Total uses/ranges for Steareth-lO 104 38 0.1—S 0.009—3

Steareth]5b
Eye Makeup 24 >0.1—5
Fragrances 5 >0.15

Colognes and toilet waters 1
Noncoloring Hair Care

Conditioners 2 <0.1—5
Straighteners

9a
Permanent waves
Shampoos 2 >0.1—5
Tonics, dressings, etc. 5 >0.1—5

(Continued on next page)
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TABLE 18
Historical and current cosmetic product uses and concentrations for Steareth —2, —4, —6, —7, —10, —15, and —20 (Continued)

1981 2003
use concentrations use concentrations

1981 uses 2005 uses (Elder 1988) (CTFA 2006)
Product category (Elder 1988) (FDA 2006) (%) (%)

Hair coloring
Bleaches 2 >0.1—5

Makeup 24 >0.1—5
Oral hygiene

Mouthwashes and breath freshener sprays 5 >0.1—5
Personal hygiene

Underarm deodorants 2 >0.1—5
Other personal hygiene 19 0.1—5

Shaving
Aftershave lotions 5 >0.1—5

Skin care
Cleansing creams, lotions, etc. 7 >0.1_S
Face and neck skin care 29a >0 i—s°Body and hand skin care

Suntan
Suntan gels, creams, liquids and sprays 29° >O.l_Sa

Indoor tanning
Other suntan

Total uses/ranges for Steareth-l5 104 1 0.1—S
Steareth-2O’’

Bath
Soaps and detergents 1 0.006—2
Other bath 14 0.2

Eye makeup 24° >0.1—5° —

Eyeliners 0.3
Eye lotions 1 0.4—0.9
Eye makeup remover 1 0.2—1
Mascara 3
Other eye makeup 2

Fragrances >O.l_Sa
Other fragrances 3

Noncoloring hair care
Conditioners 2 7 <0.1—5
Straighteners

9
3 0.4

Permanent waves 3 —

Shampoos 2 >0.1—5
Tonics, dressings, etc. 5 5 >0.1—5 4—15
Other noncoloring hair care 6 — —

Hair coloring
Bleaches 2 >0.1—5

Makeup 24° >0.1—5°
Foundations 4 0.6
Lipsticks
Makeup bases 21 2

(Continued on next page)
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TABLE 18
Historical and current cosmetic product uses and concentrations for Steareth —2, —4, —6, —7, —10, —15, and —20 (Continued)

1981 2003
use concentrations use concentrations

1981 uses 2005 uses (Elder 1988) (CTFA 2006)
Product category (Elder 1988) (FDA 2006) (%) (%)

Other makeup 2
—

Nail care
Creams and lotions

—
—

— 0.8
Other nail care

— 1
—

—

Oral hygiene
Mouthwashes and breath freshener sprays 5

— >0.1 —

Personal hygiene
Underarm deodorants 2 2 >0.1—5 0.6—4
Other personal hygiene 19

— 0.1—5 —

Shaving
Aftershave lotions 5 >0.1—5 3
Shaving cream

— 1
—

—

Skin Care
Cleansing creams, lotions, etc. 7 7 >0.1—5 0.2—4
Face and neck skin care

29 >0 l_5a 0.2—1
Body and hand skin care 60 0.2—3
Foot powders and sprays

— 2 — 2
Moisturizers

— 33
— 0.04-4

Night skin care
— 1

— 0.09
Paste masks/mud packs

— 3
—

—

Other 7
— 0.5—I

Suntan 29a >0.l5’
Suntan gels, creams, liquids, and sprays 3
Indoor tanning 7 0.2—1
Other suntan 1

—

Total uses/ranges for Steareth-20 104 205 0.1—5 0.006—15

°These categories were combined when the original safety assessment was performed and are now two or more separate categories.bSteareth10 -15, and -20 were combined in the original safety assessment, so no separate usage or use concentration data were available:
available data are repeated for each of —10, —15, and —20.

cBody scrub: 0.001%, 2%.
dConcealer: 0.2%.

Steareth-2 was used in 107 cosmetic products in 1981, based
on voluntary reports provided to FDA by industry with con
centrations ranging from >1% to 25% (Elder 1988). In 2005,
Steareth-2 was reportedly used in 248 cosmetic products (FDA
2006). Data from an industry survey in 2006 indicated that
Steareth-2 was used at concentrations ranging from 0.002% to
4% (CTFA 2006).

Steareth-4 was not used in 1981, based on voluntary reports
provided to FDA by industry (EIder 1988). In 2005, Steareth-4
was reportedly used in 19 cosmetic products (FDA 2006). Data
from an industry survey in 2006 indicated that Steareth-4 was
used at concentrations ranging from 0.0 1% 2% (CTFA 2006).

Steareth-6 was not used in 1981, based on voluntary reports
provided to FDA by industry (Elder 1988). In 2005, Steareth-6

was reportedly used in 2 cosmetic products (FDA 2006). Data
from an industry survey in 2006 indicated that Steareth-6 was
used at 0.1% (CTFA 2006).

Steareth-7 was not used in 1981, based on voluntary reports
provided to FDA by industry (Elder 1988). In 2005, Steareth-7
was reportedly used in 6 cosmetic products (FDA 2006). Data
from an industry survey in 2006 included no use concentration
data for Steareth-7 (CTFA 2006).

Steareth- 10, -15, and -20 were combined in the original safety
assessment, so no separate usage or use concentration data were
available. Combined, this group was used in 104 cosmetic prod
ucts in 1981, based on voluntary reports provided to FDA by
industry with concentrations ranging from 01 % to 5% (Elder
1988). In 2005, Steareth-lO was reportedly used in 38 cosmetic
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products (FDA 2006). Data from an industry survey in 2006
indicated that Steareth- 10 was used at concentrations ranging
from 0.009% to 3% (CTFA 2006). In 2005, Steareth-15 was
reportedly used in one cosmetic product (FDA 2006). Data
from an industry survey in 2006 included no use concentra
tion data for Steareth-15 (CTFA 2006). In 2005, Steareth-20
was reportedly used in 205 cosmetic product (FDA 2006). Data
from an industry survey in 2006 indicated that Steareth-20 was
used at concentrations ranging from 0.006% to 15% (CTFA
2006).

There were no reports of uses of Steareth-1 1 or Steareth-13
in 1981 (Elder 1988) or in 2005 (FDA 2006), nor did the recent
industry survey uncover any use concentrations (CTFA 2006).

The CIR Expert Panel recognized that there are data gaps
regarding use and concentration of these ingredients. However,
the overall information available on the types of products in
which these ingredients are used and at what concentrations
indicate a pattern of use, which was considered by the Expert
Panel in assessing safety.

These ingredients, in the form of liposomes, can enhance
the penetration of other ingredients through the skin (e.g., HC
Yellow No. 4, Disperse Yellow 3). The Panel cautioned that
care should be taken in formulating cosmetic products that may
contain these ingredients in combination with any ingredients
whose safety was based on their lack of dermal absorption data,
or when dermal absorption was a concern.
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Tallow, Tallow Glyceride, Tallow Glycerides,
Hydrogenated Tallow Glyceride, and

Hydrogenated Tallow Glycerides

CONCWSION
In a safety assessment of Tallow, Tallow Glyceride, Tallow

Glycerides, Hydrogenated Tallow Glyceride, and Hydrogenated
Tallow Glycerides (Elder 1990), the Cosmetic Ingredient Re
view (CIR) Expert Panel stated that these ingredients are safe
as (then) used in cosmetic products. The Expert Panel reviewed
newly available studies since that assessment, along with up
dated information regarding types and concentrations of use. The
Panel determined to not reopen this safety assessment. There
fore, the Panel confirms that Tallow, Tallow Glyceride, Tallow
Glycerides, Hydrogenated Tallow Glyceride, and Hydrogenated
Tallow Glycerides are safe as cosmetic ingredients in the prac
tices of use and concentration, as given in Table 19.

DISCUSSION
The Panel was concerned with the dangers inherent in using

human or animal-derived ingredients, namely the transmission
of infectious agents. The CIR Expert Panel stressed that these
ingredients must be free of detectable pathogenic viruses or in
fectious agents (e.g., bovine spongiform encephalopathy (BSE)
prions). Suppliers and users of these ingredients must accept
responsibility for assuring that these ingredients are risk-free.
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TABLE 19
Historical and current cosmetic product uses and concentrations for Tallow, Tallow Glyceride, Tallow Glycerides, Hydrogenated

Tallow, Hydrogenated Tallow Glyceride, and Hydrogenated Tallow Glycerides

1984 2006
concentrations concentrations

1984 uses 2005 uses (EIder 1990) (CTFA 2006)
Product category (Elder 1990) (FDA 2005) (%) (%)

Tallow
Baby products

Other 2 2 10—25, >50
Bath products

Soaps and detergents 14 25 10—25, >50 78
Other 1 1 5—10

Noncoloring hair care products
Straighteners 1
Shampoos 1 2 5—10

Makeup
Foundations 1 1—5

Shaving products
Shaving soap 1 25—50

Skin care products
Moisturizers 1 1—5
Other 1 1 10—25

Total uses/ranges for Tallow 22 32 1—>50 78
Tallow Glyceride

Eye makeup
Eyebrow pencils 10 1 10—25
Eyeliners 13

—

Eye shadow 1
— 10—25

Other 1 — 5—10
Makeup

Lipsticks 12 7 10—25
Other

Total uses/ranges for Tallow Glyceride 24 22 5—25
Tallow Glycerides

Eye makeup
Eyeliners 2 7 5—25
Eye shadow 7
Other 1

Hair coloring products
Other

Skin care products
Face and neck creams, lotions, powder, and sprays
Body and hand creams, lotions, powder, and sprays
Moisturizers 1 5—10
Other 1

—

Total uses/ranges for Tallow Glycerides 73 6 5—25 10—18
Makeup

Foundations
Lipsticks 3 5 0.1—5
Makeup bases 1 1 1—5
Other

(Continued on next page)
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Hydrogenated Tallow Glyceride
Skin care products

Skin cleansing creams, lotions, liquids, and pads 2
Face and neck creams, lotions, powder, and sprays

2°Body and hand creams, lotions, powder, and sprays
Moisturizers
Other —

Suntan products
Other

Total uses/ranges for Hydrogenated Tallow Glyceride 12
Hydrogenated Tallow Glycerides

Eye makeup
Eyebrow pencils
Eyeliners
Eye shadow
Other

Makeup
Blushers
Lipsticks
Makeup bases
Other

Skin care products
Skin cleansing creams, lotions, liquids, and pads
Face and neck creams, lotions, powder, and sprays
Body and hand creams, lotions, powder, and sprays
Moisturizers
Night creams, lotions, powder and sprays

Total uses/ranges for Hydrogenated Tallow Glycerides

Tests to assure the absence of a pathogenic agent in the ingredi
ents or controls to assure derivation from pathogen-free sources
are two approaches that should be considered.

A new FDA regulation has been promulgated regarding Tal
low and its derivatives in cosmetic applications, in response
to the increase of transmissible spongiform encephalopathies
(TSE) from ingestion of meat products from infected livestock,
as follows:

3 1—5

—

150
4
5 1—5
3

1—10
2 1—10

5—10
5—10

0.1—10°

0.1—1, 5—10
0.1—25

TABLE 19
Historical and current cosmetic product uses and concentrations for Tallow, Tallow Glyceride, Tallow Glycerides, Hydrogenated

Tallow, Hydrogenated Tallow Glyceride, and Hydrogenated Tallow Glycerides (Continued)

1984 2006
concentrations concentrations

1984 uses 2005 uses (Elder 1990) (CTFA 2006)
Product category (Elder 1990) (FDA 2005) (%) (%)

Eye makeup
Eyeliners
Eyeshadow
Other

Makeup
Foundations
Lipsticks
Makeup bases
Other

2 7 5.25
7
1

3 5 0.1—5
1 1

1

1

1—5

0.1—1
37 0.1—25 1—9

3
3
2
2

1
18

1
12

1
4a

3
50

0.1—5

5—25

43

1

46

14

14

aThese categories were combined when the original safety assessment was performed and are now two separate categories.
b9% reported in a lip pencil.

Use of prohibited cattle materials in cosmetic prod
ucts. . . Prohibited cattle materials means specified risk materials,
small intestine of all cattle, material from non-ambulatory disabled
cattle, material from cattle not inspected and passed or MS (Beef).
Prohibited cattle materials do not include tallow that contains no
more than 0.15% hexane-insoluble impurities and tallow deriva
tives. . Tallow must be free of prohibited cattle risk material or must
contain not more than 0.15% hexane-insoluble impurities determined
by the method for “hexane-insoluble matter”(CFR 21 §700.27).
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The European Union (2005) has also announced a ruling on
Tallow and its derivatives for use in cosmetic ingredients:

Tallow derivatives may be used provided that the following meth
ods have been used and strictly certified by the producer: (1) trans
esterification or hydrolysis at at least 200° C and at an appropriate
corresponding pressure for 20 minutes (for glycerol, fatty acids, and
fatty acid esters), and (2) saponification with NaOH 12M (for glyc
erol and soaps) using either the batch process at 95°C for 3 hours or
the continuous process at 140°C, two bars (2000 hPa) for 8 minutes
or equivalent conditions.

Because of the manner that Tallow and its derivative are ren
dered and processed, no BSE agents are expected to be found in
cosmetics containing these ingredients.

According to Elder (1990), Tallow was used in a total of 22
cosmetic products while Tallow Glyceride and Tallow Glyc
erides were used in 24 and 73 cosmetic products, respec
tively. Hydrogenated Tallow Glyceride and Hydrogenated Tal
low Glycerides were used in 12 and 50 formulations, respec
tively. Uses reported by industry to the FDA in 2005 are 32,
22, 6, 37, and 46 for Tallow, Tallow Glyceride, Tallow Glyc
erides, Hydrogenated Tallow Glyceride, and Hydrogenated Tal
low Glycerides, respectively.
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