
1 
 

Announcement                            
  

Cosmetic Ingredient Review Expert Panel  
131st Meeting (June 9-10, 2014) - Findings  

 
June  13, 2014 
 
 
  
● Final Safety Assessments  

• Barium Sulfate – 1 ingredient 
• Fatty Acid Amidopropyl Dimethylamines – 24 ingredients 
• Hydrolyzed Wheat Gluten and Hydrolyzed Wheat Protein – 2 ingredients 
• Magnesium Sulfate – 1 ingredient 
• PEG-150 Pentaerythrityl Tetrastearate – 1 ingredient 
• Rosmarinus officinalis (Rosemary)-Derived Ingredients – 10 ingredients 
• Tripeptide-1, Hexapeptide-12, their Metal Salts and Fatty Acyl Derivatives, and Palmitoyl Tetrapeptide-7– 10 

ingredients 
 

 
● Tentative Safety Assessments 

• Alkyl Phosphates – 28 ingredients 
• 2-Amino-3-Hydroxypyridine – 1 ingredient 
• Camellia sinensis-Derived Ingredients – 14 ingredients 
• Citrus-Derived Peel Oils – 14 ingredients 
• Hydroquinone – 1 ingredient 
• p-Hydroxyanisole – 1 ingredient 
• Methylisothiazolinone – 1 ingredient 
• Styrene and Vinyl-type Styrene Copolymers – 35 ingredients 
 

● Insufficient Data Announcements 
• Avena sativa (Oat)-derived ingredients – 21 ingredients 
• Polyoxyalkylene Siloxane Copolymers, Alkyl-Polyoxyalkylene Siloxane Copolymers, and Related 

Ingredients – 111 ingredients 
• Ceramides – 22 ingredients  

 
● Re-review Summaries 

• Polyvinyl Alcohol – 1 ingredient 
 

 
● 131st Meeting Notes 

• Director’s report 
• Panel Briefings 

o Barrier Properties of Infant Skin 
o Algae 

• Reports tabled 
• 2015 Review Priorities 
• Scientific Literature Reviews  
• Re-reviews for the next Panel meeting 
• Next CIR Expert Panel Meeting – Monday and Tuesday, September 8-9, 2014 
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Final Safety Assessments 

Final safety assessments and final amended safety assessments will be posted on the CIR website at www.cir-safety.org.  Unpublished data cited as 
references in CIR safety assessments are available for review.  Any interested person who believes that a final safety assessment or final amended safety 
assessment is incorrect may petition the CIR Expert Panel to amend the safety assessment.   

Barium Sulfate 
 
The Panel issued a final safety assessment with the conclusion that barium sulfate is safe in the present practices of use and concentration in cosmetics 
when formulated to be non-irritating.  
 
The Panel noted that the history of safe medical use of barium sulfate indicates no significant toxicity concerns associated with systemic exposure to this 
ingredient in cosmetics. Furthermore, the extensive clinical experience of the Panel, and the results of numerous clinical patch tests, indicates that barium 
salts do not have the potential to induce sensitization. The Panel noted that salts of sulfuric acid, such as sodium sulfate, can be irritating to the skin.  Thus, 
given the absence of skin irritation data specifically for barium sulfate, cosmetic products containing barium sulfate should be formulated to be non-
irritating. 
 
Barium sulfate is used in leave-on products at concentrations up to 37%. Among leave-on product categories that include powders, barium sulfate is used at 
concentrations up to 15.8%. The Panel discussed the potential for incidental inhalation exposures to this ingredient in products that are powders and agreed 
that, based on likely airborne particle size distributions and concentrations in the breathing zone, ingredient use concentrations, and negative results in acute 
oral toxicity studies, incidental inhalation would not lead to local respiratory effects (e.g., baritosis) or systemic effects. 
 
Fatty Acid Amidopropyl Dimethylamines  
 
The Panel issued a final safety assessment with the conclusion that the following 24 fatty acid amidopropyl dimethylamine ingredients are safe for use in 
cosmetics when formulated to be non-sensitizing, which may be based on a quantitative risk assessment (QRA). 
 
almondamidopropyl dimethylamine* 
avocadamidopropyl dimethylamine* 
babassuamidopropyl dimethylamine* 
behenamidopropyl dimethylamine 
brassicamidopropyl dimethylamine 
cocamidopropyl dimethylamine 
dilinoleamidopropyl dimethylamine* 
isostearamidopropyl dimethylamine 
lauramidopropyl dimethylamine 
linoleamidopropyl dimethylamine 
minkamidopropyl dimethylamine 
myristamidopropyl dimethylamine* 

oatamidopropyl dimethylamine* 
oleamidopropyl dimethylamine 
olivamidopropyl dimethylamine* 
palmitamidopropyl dimethylamine 
ricinoleamidopropyl dimethylamine* 
sesamidopropyl dimethylamine* 
soyamidopropyl dimethylamine* 
stearamidopropyl dimethylamine 
sunflowerseedamidopropyl dimethylamine* 
tallamidopropyl dimethylamine* 
tallowamidopropyl dimethylamine* 
wheat germamidopropyl dimethylamine* 

  
*Not reported to be in current use. Were ingredients in this group not in current use to be used in the future, the expectation is that they 
would be used in product categories and at concentrations comparable to others in this group. 

 
The CIR Expert Panel had expressed concern in the previous Cocamidopropyl Betaine and Related Fatty Acid Amidopropyl Betaines (CAPB) safety 
assessment about the impurities that have sensitizing potential.  These impurities of CAPB include the ingredients discussed in this safety assessment.  The 
Panel noted that, for stearamidopropyl dimethylamine, the highest reported maximum use concentration in leave-on products may result in DMAPA 
concentrations that exceed the limit for this impurity recommended by the Panel for CAPB. Eleven HRIPT studies of normal human subjects indicated that 
no sensitization was induced by stearamidopropyl dimethylamine applied to the skin at concentrations of use; 2 rodent sensitization studies were also 
negative.  However, a LLNA yielded an EC3 of 1.4% (350 µg/cm2), indicating that stearamidopropyl dimethylamine is a potential sensitizer. A QRA based 
on the HRIPTs and rodent studies resulted in a conservative weight of evidence no-expected sensitization induction level (WoE NESIL) of 1000 µg/cm2 for 
stearamidopropyl dimethylamine, and confirmed that this ingredient has the potential to induce sensitization at reported use concentrations in many 
categories of finished cosmetic products.  The Panel concluded that non-sensitizing concentrations of fatty acid amidopropyl dimethylamine ingredients in 
finished products can be determined by formulators based on QRAs for these ingredients with fatty acid groups with carbon-chain lengths less than C18 
and for DMAPA using appropriate NESILs for these substances.  The Panel advised industry to continue minimizing the concentrations of the sensitizing 
impurity DMAPA. 
 
The Panel expressed concern about the possible ability of amidopropyl dimethylamines with fatty acids chain lengths <C18 to be absorbed through the skin 
and into the systemic circulation. However, the high no-observed-adverse-effect-levels (NOAELs) in toxicity tests of amidopropyl dimethylamines with 
longer fatty acids alleviated this concern.  The Panel felt that the overall toxicological data supported the safety of the amidopropyl dimethylamines 
ingredients. 
 
 
Hydrolyzed Wheat Gluten and Hydrolyzed Wheat Protein 
 
The Panel issued a final safety assessment with the conclusion that hydrolyzed wheat protein and hydrolyzed wheat gluten are safe for use in cosmetics 
when formulated to restrict peptides to a weight-average molecular weight (MW) of 3,500 daltons (Da) or less. 
 
The Panel reviewed data from industry and information presented by experts on the potential for exposures to hydrolyzed wheat protein in cosmetic 
products to cause type 1 immediate hypersensitivity reactions. Production processes that involve high-heat acid hydrolysis of wheat protein/gluten may 

http://www.cir-safety.org/
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yield deamidated high-MW polypeptides with substantial potential to sensitize individuals through percutaneous and mucous-membrane exposures, 
especially in formulations that contain surfactants. Studies have shown that  hydrolysates with weight-average MWs < 3,000 exhibit no potential to elicit 
hypersensitivity reactions in sensitized individuals, in contrast to hydrolysates with weight-average MWs >30,000 Da.  The experimental results support 
the theory that a polypeptide must be at least 30 amino acids long to have the two IgE-binding epitopes needed to elicit type 1 hypersensitivity reactions.  
Thus, polypeptides with MW less than 3500 Da do not have the potency required to induce type 1 hypersensitivity. 
 
Magnesium Sulfate 
 
The Panel issued a final safety assessment with the conclusion that magnesium sulfate is safe in the present practices of use and concentration in cosmetics. 
  
The Panel noted that the history of safe medical use of magnesium sulfate indicates no significant toxicity concerns associated with systemic exposure to 
this ingredient in cosmetics.  Magnesium sulfate (50%) did not induce skin irritation or sensitization in tests using guinea pigs.  Furthermore, the extensive 
clinical experience of the Panel, and the results of numerous clinical patch tests, indicates that magnesium salts do not have the potential to induce 
sensitization.  
 
Magnesium sulfate is used at concentrations up to 11% in pump hair sprays and up to 1% in foot powders and sprays.  The Panel discussed the issue of 
incidental inhalation exposure from pump sprays and powders, and considered pertinent data indicating that incidental inhalation exposures to this 
ingredient in such products would not cause adverse health effects.   

 
PEG-150 Pentaerythrityl Tetrastearate 
 
The Panel issued a final safety assessment with the conclusion that PEG-150 pentaerythrityl tetrastearate is safe in the present practices of use and 
concentration in cosmetics. 
 
Current use concentration data indicate that the maximum reported use concentrations of PEG-150 pentaerythrityl tetrastearate in rinse-off and leave-on 
products were 5% and 1.8%, respectively.  Data provided during the Panel meeting indicate that the method of manufacture ensures minimal formation of 
free PEG, and that the specifications for impurities limit ethylene oxide and 1, 4-dioxane to 1 ppm and 5 ppm, respectively.  The Panel agreed that concerns 
about these impurities are not warranted for this ingredient. 
 
Furthermore, after considering the large size of this molecule and its chemical structure, the Panel agreed that percutaneous absorption is not expected. The 
absence of the potential for percutaneous absorption and the negative results of genotoxicity and skin irritation and sensitization studies provided the Panel 
with a sufficient basis to assess the safety of PEG-150 pentaerythrityl tetrastearate used as a viscosity increasing agent in cosmetic products. 
 
It is possible that PEG-150 pentaerythrityl tetrastearate may be used in products that are sprayed (highest maximum use concentration = 1.8% in tonics, 
dressings, and other hair grooming aids) and in face and neck powders (highest maximum use concentration = 1.4%).  Though the use of this ingredient in 
these types of products has not been confirmed, the Panel discussed the issue of potential incidental inhalation exposures from propellant and pump sprays 
and powders.  The Panel considered pertinent data indicating that incidental inhalation exposures to this ingredient in such products would not cause 
adverse health effects.    
 
Rosmarinus officinalis (Rosemary)-Derived Ingredients 
 
The Panel issued a final safety assessment with the conclusion that the following 10 Rosmarinus officinalis-derived ingredients are safe as used in 
cosmetics when formulated to be non-sensitizing: 
 
rosmarinus officinalis (rosemary) extract 
rosmarinus officinalis (rosemary) flower extract 
rosmarinus officinalis (rosemary) flower/leaf stem extract 
rosmarinus officinalis (rosemary) flower/leaf/stem water* 
rosmarinus officinalis (rosemary) leaf 

rosmarinus officinalis (rosemary) leaf extract 
rosmarinus officinalis (rosemary) leaf oil 
rosmarinus officinalis (rosemary) leaf powder 
rosmarinus officinalis (rosemary) leaf water 
rosmarinus officinalis (rosemary) water 

 
*Not reported to be in current use.  If this ingredient were to be used in the future, the expectation is that it would be used in product categories and at 
concentrations comparable to others in this group. 

 
The Panel had concluded at the March meeting that rosmarinus officinalis (rosemary) flower extract and rosmarinus officinalis (rosemary) leaf extract were 
safe at concentrations ≤0.2% in leave-on products, and safe as used in rinse-off products, when formulated to be non-sensitizing. 

 
At the current meeting, the Panel emphasized that the conclusion includes the statement that products containing these botanical ingredients must be 
formulated to be non-sensitizing.  The Panel noted that specifying a concentration limit of <0.2% in the conclusion is not necessary if products are to be 
formulated to be non-sensitizing.  
 

 
Tripeptide-1, Hexapeptide-12, their Metal Salts and Fatty Acyl Derivatives, and Palmitoyl Tetrapeptide-7 

The Panel issued a final safety assessment with the conclusion that the following 10 ingredients, identified as tripeptide-1, hexapapeptide-12, their metal 
salts and fatty acyl derivatives, and palmitoyl tetrapeptide-7, are safe in the present practices of use and concentration in cosmetics.  
  
tripeptide-1 
palmitoyl tripeptide-1 

myristoyl tripeptide-1* 
hexapeptide-12* 
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palmitoyl hexapeptide-12 
myristoyl hexapeptide-12* 
copper tripeptide-1 

bis(tripeptide-1) copper acetate* 
manganese tripeptide-1* 
palmitoyl tetrapeptide-7 

  
*Not reported to be in current use. Were ingredients in this group not in current use to be used in the future, the expectation is that they would be used 
in product categories and at concentrations comparable to others in this group. 

 
This conclusion is applicable only to ingredients with peptide sequences that are defined as follows: tripeptide-1 (glycine-histidine-lysine), hexapeptide-12 
(valine-glycine-valine-alanine-proline-glycine only), and tetrapeptide-7 (glycine-glutamine-proline-arginine). This assessment does not apply to the 
hexapeptide-12 (i.e., ala-pro-gly-val-gly-val) sequence listed in the INCI dictionary, because of the potential for major differences in chemistry and 
biological activity of some of the more complex groups attached to the peptide compared to those of the ingredients included in this safety assessment.. 
 
The peptides are used in cosmetic products at concentrations between 1 ppm and 30 ppm, and use at concentrations < 10 ppm is customary.  However, data 
on the use concentrations of palmitoyl tetrapeptide-7 were not provided for this safety assessment.  Given the high use frequency of use of palmitoyl 
tetrapeptide-7 reported to FDA, industry was urged to complete a use concentration survey for this ingredient. 
 
Palmitoyl hexapeptide-12 is reported to function as an antioxidant in cosmetic products; the remaining 9 ingredients reportedly function as skin 
conditioning agents. 
 

 

Tentative Safety Assessments  
 
Tentative safety assessments will be posted on the CIR website at www.cir-safety.org on or before June 20, 2014.  Interested persons are given 60 days to 
comment, provide information and/or request an oral hearing before the CIR Expert Panel.  Information may be submitted without identifying the source 
or the trade name of the cosmetic product containing the ingredient.  All unpublished data submitted to CIR will be discussed in open meetings, and are 
available for review by any interested party.  Please submit data and/or comments to CIR by August 13, 2014, or sooner if possible.  These reports may be 
scheduled for review by the CIR Expert Panel at its September 8-9, 2014 meeting.   
 
 
Alkyl Phosphates 

 
The Panel issued a tentative safety assessment for public comment with the conclusion that the following 28 alkyl phosphates are safe as used in cosmetics 
when formulated to be non-irritating: 

 
potassium cetyl phosphate 
potassium C9-15 alkyl phosphate 
potassium C11-15 alkyl phosphate* 
potassium C12-13 alkyl phosphate 
potassium C12-14 alkyl phosphate* 
potassium lauryl phosphate 
C8-10 alkyl ethyl phosphate* 
C9-15 alkyl phosphate 
C20-22 alkyl phosphate 
castor oil phosphate 
cetearyl phosphate* 
cetyl phosphate 
disodium lauryl phosphate* 
disodium oleyl phosphate* 

lauryl phosphate 
myristyl phosphate* 
octyldecyl phosphate* 
oleyl ethyl phosphate* 
oleyl phosphate* 
sodium lauryl phosphate* 
stearyl phosphate 
dicetyl phosphate 
dimyristyl phosphate* 
dioleyl phosphate 
tricetyl phosphate* 
trilauryl phosphate* 
trioleyl phosphate 
tristearyl phosphate*

 
*Not reported to be in current use.  Were ingredients in this group not in current use to be used in the future, the expectation is that they would be used 
in product categories and at concentrations comparable to others in this group. 

 
The Panel included the phrase “when formulated to be non-irritating” in the conclusion because test data indicated that there was some potential for ocular 
irritation, and potassium cetyl phosphate is used at up to 8.3% in mascara products.  Additionally, some of the alkyl phosphates were irritating to the skin in 
animal tests; however, these studies were conducted with concentrations that were much greater than the concentrations reported to be used in cosmetics. 
 
The Panel also noted that there were no impurities data.  Based on the method of manufacture and the absence of adverse effects in repeat oral toxicity 
studies, the Panel was not concerned about the absence of impurities data. 
 
Lastly, the Panel commented that, although there were no safety-test data available specifically for the triesters, these ingredients are not expected to 
penetrate the skin.  Therefore, the Panel determined that it was appropriate to include the triesters among the ingredients in this safety assessment. 
 
 
 
 
 
 

http://www.cir-safety.org/
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2-Amino-3-Hydroxypyridine 
 
The CIR Expert Panel issued a tentative safety assessment for public comment with a conclusion that 2-amino-3-hydroxypyridine is safe in the present 
practices of use and concentration.   
 
The CIR Expert Panel expressed concern about in vitro genotoxicity studies that indicated the potential for mutagenicity.  However, the Panel noted that, in 
general, the cytotoxicity of test materials tends to confound results in the types of studies conducted.  Additionally, the Panel noted that skeletal effects 
were observed in fetal rodents at high doses of 2-amino-3-hydroxypyridine in a teratogenicity study.  Given that other genotoxicity studies (including an in 
vivo study) were negative for mutagenicity, dams in the teratogenicity study exhibited signs of toxicity at the high doses associated with the skeletal effects 
in the fetal rats, and the NOAELs for both dams and fetuses were much greater than the concentrations reported to be used in hair dyes, the Panel 
determined that no adverse effects would be likely at the highest reported maximum concentration of 0.6% that is applied to hair. 
 
In considering hair dye epidemiology data, the CIR Expert Panel concluded that the available epidemiology studies are insufficient to conclude there is a 
causal relationship between hair dye use and cancer or other toxicological endpoints, based on lack of strength of the associations and inconsistency of 
findings. 
 
Camellia sinensis-Derived Ingredients 
 
The Panel issued a revised tentative safety assessment for public comment with the conclusion that the following 7 Camellia sinensis leaf-derived 
ingredients are safe in cosmetic products when formulated to be non-sensitizing: 
 
camellia sinensis leaf 
camellia sinensis leaf extract 
camellia sinensis leaf oil 
camellia sinensis leaf powder 

camellia sinensis leaf water 
camellia sinensis catechins 
hydrolyzed camellia sinensis leaf 

 
The Panel also concluded that the available data are insufficient to assess the safety of the following 7 camellia sinensis ingredients:    
 
camellia sinensis flower extract 
camellia sinensis flower/leaf/stem juice 
camellia sinensis root extract 
camellia sinensis seedcoat powder 

camellia sinensis seed extract 
camellia sinensis seed powder 
hydrolyzed camellia sinensis seed extract 

 
The additional data needed are (1) methods of manufacturing; (2) chemical characterization of the constituents of these ingredients; (3) human sensitization 
data; and (4) concentrations of use in cosmetics. 
 
These ingredients reportedly function as antioxidants, and skin-conditioning agents – humectant and miscellaneous in cosmetics.  The C. sinensis-derived 
ingredients in this safety assessment are from plants that are used extensively in the human diet. The Panel agreed that exposures to these ingredients in 
beverages result in much larger systemic exposures than from cosmetic uses; thus, potential toxicity from oral exposures is not a primary concern.  
Reproductive toxicity, genotoxicity, and carcinogenicity data are presented in the safety assessment; but the primary focus of the assessment is on the 
potential for irritation and sensitization. 
 
The Panel acknowledged the on-going  evaluation of C. sinensis-derived green tea.by the National Toxicology Program (NTP).  The Panel decided that the 
current data are sufficient for determining the safety of these ingredients.  Should a final NTP report become available before the safety assessment report 
for these ingredients is finalized, the additional data will be incorporated into the assessment.  
 
Citrus-Derived Peel Oils  
 
The Panel issued a tentative safety assessment for public comment with the conclusion that the 14 citrus-derived peel oils listed below are safe for use in 
cosmetic products when finished products that are applied to the skin, excluding rinse-off products, do not contain more than 0.0015% (15 ppm) 5-
methoxysporalen (5-MOP), and when formulated to be non-sensitizing.  Based on the findings of a rodent carcinogenicity study, the Panel concluded that 
citrus-derived peel oils could be irritants; therefore, these botanicals must be formulated to be non-irritating. 
 
citrus aurantifolia (lime) peel oil* 
citrus aurantium amara (bitter orange) peel oil   
citrus aurantium currassuviensis peel oil*   
citrus aurantium dulcis (orange) peel oil   
citrus clementina peel oil*    
citrus grandis (grapefruit) peel oil 
citrus iyo peel oil* 

 citrus junos peel oil 
 citrus limon (lemon) peel oil  
 citrus medica vulgaris peel oil* 
 citrus nobilis (mandarin orange) peel oil  
 citrus reticulata (tangerine) peel oil*  
 citrus tachibana/reticulata peel oil* 
 citrus tangerina (tangerine) peel oil 

 
*Not reported to be in current use. Were ingredients in this group not in current use to be used in the future, the expectation is that they would be used 
in product categories and at concentrations comparable to others in this group. 
 

The Research Institute for Fragrance Materials (RIFM) confirmed that citrus aurantium bergamia (bergamot) peel oil and citrus paradise (grapefruit) peel 
oil are used as fragrance ingredients and, thus, do not fall with  CIR’s purview for review.  These ingredients were deleted from the report.   
 
The Panel expressed concern about the potential for constituents, such as the fucocoumarin 5-MOP, in citrus-derived peel oils to cause photo toxicity.  
They agreed that application of the standards set by the International Fragrance Association (IFRA) for such constituents will prevent photo toxicity.   
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Additionally, the Panel addressed the concern that multiple botanical ingredients may each contribute to the final concentration of a single constituent, 
stating that, when formulating products, manufacturers should avoid reaching levels of plant constituents that may cause sensitization or other adverse 
effects.   
 
Ingredients in this report represent a subset of a larger report, presented to the Panel in March 2014, which included all citrus species currently listed as 
cosmetic ingredients in the International Cosmetic Ingredient Dictionary and Handbook.   
 

Hydroquinone 
 

The Panel issued a revised tentative amended assessment of hydroquinone for public comment with a conclusion of safe for use as a polymerization 
inhibitor in artificial nail coatings when photo-protective materials for the skin are used in a professional setting; these products are unsafe for home use 
when used with UVA light sources.  The previous conclusion that hydroquinone is safe at concentrations of ≤1% in cosmetic formulations designed for 
discontinuous, brief use followed by rinsing from the skin and hair, safe for use in nail adhesives in the present practices of use and concentration, and 
unsafe for use in other leave-on cosmetic products, was reaffirmed.  
 
The Panel remained concerned about the potential risk of squamous cell carcinoma in individuals who expose their hands to the UVA light sources used 
to cure artificial nail coatings containing this ingredient.  Further, the UVA bulbs used in nail lamps emanate UVA light (320-400 nm), but can be easily 
replaced with UVB and UVC bulbs.  Thus, the Panel discussed the possibility that, in a home-use setting, an individual could look into the lamp and incur 
eye damage from UVC light.  Additionally, the Panel was concerned that these lamps might be used at the eye level of small children.  There was also 
concern that home users may be exposed to additional UV light exposures to the hands if they increase the exposure duration when the nail gel does not 
set properly because the wrong bulb is used.   
 
The Panel noted that there is substantial research demonstrating the general public’s inattention to product warning labels and operating instructions, and 
discussed the possibility that an improper replacement bulb could be inserted into the UV lamp.  The Panel stated that industry should manufacture lamps 
in which the bulbs cannot be replaced; so that the lamps will be disposed when the bulbs no longer function, or develop unique sockets for the lamps to 
ensure that only use the appropriate UVA-only bulbs are used. 
 
P-Hydroxyanisole 

 
The Panel issued a revised tentative amended safety assessment of p-hydroxyanisole for public comment with a conclusion of safe for use as a 
polymerization inhibitor in artificial nail coatings when photo protective materials for the skin are used in a professional setting; these products are unsafe 
for home use when used with UVA light sources.  This ingredient is unsafe for use in all other cosmetic products because of the potential for dermal 
depigmentation, irritation and sensitization. 
 
The Panel remained concerned about the potential risk of squamous cell carcinoma in individuals who expose their hands to the UVA light sources used 
to cure artificial nail coatings containing this ingredient.  Further, the UVA bulbs used in nail lamps emanate UVA light (320-400 nm), but can be easily 
replaced with UVB and UVC bulbs.  Thus, the Panel discussed the possibility that, in a home-use setting, an individual could look into the lamp and incur 
eye damage from UVC light.  Additionally the Panel was concerned that these lamps might be used at the eye level of small children.  There was also 
concern that home users may incur additional UV light exposures to the hands if they increase the exposure duration when the nail gel does not set 
properly because the wrong bulb is used.   
 
The Panel noted that there is substantial research demonstrating the general public’s inattention to product warning labels and operating instructions, and 
discussed the possibility that an improper replacement bulb could be inserted into the UV lamp.  The Panel stated that industry should manufacture lamps 
in which the bulbs cannot be replaced; so that the lamps will be disposed when the bulbs no longer function, or develop unique sockets for the lamps to 
ensure that only use the appropriate UVA-only bulbs are used. 
 
Methylisothiazolinone 
 
The Panel issued a tentative amended safety assessment for public comment with the conclusion that methylisothiazolinone (MI) is safe for use in rinse-
off cosmetic products at concentrations up to 100 ppm and safe in leave-on cosmetic products when they are formulated to be non-sensitizing, which may 
be determined based on a QRA.  
  
The Panel reviewed the results of QRAs performed by Cosmetics Europe and the CIR Science and Support Committee using.EC3 values (the effective 
concentrations of the test substance required to produce a three-fold increase in the stimulation index, compared to vehicle-treated controls) from local 
lymph node assays (LLNAs) corrected in the literature since the Panel previously considered this ingredient in 2008 and the results of HRIPTs on which 
to base the WoE analysis.  The results supported the safety of the use of MI in rinse-off product categories at concentrations up to 100 ppm; however, the 
QRA indicated that MI use in many leave-on product categories would be safe only at substantially lower concentrations.   

 
Styrene and Vinyl-type Styrene Copolymers 
 
The Panel issued a tentative safety assessment for public comment with the conclusion that the following 35 ingredients are safe in the present practices of 
use and concentration in cosmetics. 

ethylene/propylene/styrene copolymer 
butylene/ethylene/styrene copolymer 
acrylates/ethylhexyl acrylate/styrene copolymer* 
butyl acrylate/styrene copolymer 
C4-6 olefin/styrene copolymer* 
C5-6 olefin/styrene copolymer* 
hydrogenated butadiene/isoprene/styrene 

     copolymer* 
hydrogenated butylene/ethylene/styrene copolymer 
hydrogenated ethylene/ propylene/styrene 
     copolymer 
hydrogenated styrene/butadiene copolymer 
hydrogenated styrene/isoprene copolymer 
isobutylene/styrene copolymer 
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methacrylic acid/styrene/vp copolymer* 
methylstyrene/vinyltoluene copolymer 
polystyrene 
polystyrene/hydrogenated polyisopentene 
    copolymer 
sodium methacrylate/styrene copolymer* 
sodium styrene/acrylates copolymer 
sodium styrene/acrylates/ethylhexyl 
     acrylate/lauryl acrylate copolymer* 
styrene/acrylates copolymer 
styrene/acrylates/ethylhexyl acrylate/lauryl 
     acrylate copolymer* 
styrene/butadiene copolymer 

styrene/isoprene copolymer* 
styrene/methylstyrene copolymer* 
styrene/stearyl methacrylate crosspolymer* 
styrene/va copolymer* 
styrene/vp copolymer 
polyacrylate-2* 
polyacrylate-5 
polyacrylate-12* 
polyacrylate-15 
polyacrylate-16 
polyacrylate-18* 
polyacrylate-21 
polyacrylate-30* 

 
*Not reported to be in current use. Were ingredients in this group not in current use to be used in the future, the expectation is that they would be 
used in product categories and at concentrations comparable to others in this group. 

 
These ingredients function mostly as viscosity increasing agents, opacifying agents, and film formers in cosmetic products.  The highest maximum use 
concentrations for rinse-off and leave-on products have been reported as 36.5% (polystyrene) and 35% (styrene/acrylates copolymer), respectively. 

 
The Panel agreed that percutaneous absorption is not expected because of the large sizes of these molecules and their chemical structures.   
 
Styrene monomer, a component of all of the copolymers reviewed in this safety assessment, and 1,3-butadiene monomer are classified as carcinogenic in 
animals and in humans.  Data provided by industry suggest that the residual monomer content of styrene and vinyl-type styrene copolymer trade name 
materials is < 500 ppm.  The Panel agreed that any detectable levels of residual styrene or 1,3-butadiene in cosmetic products would be substantially below 
levels of concern because of the low use concentrations and the low level of residual monomers. 
 
The Panel also discussed the potential for incidental inhalation  exposures to these ingredients in products that are sprayed or are in powder form and 
agreed that, based on likely airborne particle size distributions and concentrations in the breathing zone, ingredient use concentrations, and negative results 
in toxicity tests, incidental inhalation would not lead to local respiratory effects or systemic effects. 

 

Insufficient Data Announcements 
 
For these insufficient data announcements, interested persons are given an opportunity to comment, provide information and/or request an oral hearing 
before the CIR Expert Panel.  Information may be submitted without identifying the source or the trade name of the cosmetic product containing the 
ingredient.  All unpublished data submitted to CIR will be discussed in open meetings, and are available for review by any interested party.  Please submit 
data and/or comments to CIR by August 13, 2014 or sooner if possible.   This report is scheduled for review by the CIR Expert Panel at its September 8-9, 
2014 meeting.   

 
Avena Sativa–Derived Ingredients 
 
The Expert Panel requested additional data to support the safety of 21 Avena sativa-derived ingredients.   
 
The additional information needed are (1) UV absorption and/or photo toxicity; (2) irritation and sensitization, including the results of HRIPTs; (3) methods 
of manufacture; (4) identification of the ingredients included in this safety assessment that are also used in human food and/or animal feeds; (5) molecular 
weight of the hydrolyzed ingredients; and (6) peptide lengths of the proteins. 
 
The 21 ingredients in this safety assessment are listed below. 

 
avena sativa (oat) bran 
avena sativa (oat) bran extract 
avena sativa (oat) flower/leaf/stem juice 
avena sativa (oat) kernel extract 
avena sativa (oat) kernel flour 
avena sativa (oat) kernel meal 
avena sativa (oat) kernel protein 
avena sativa (oat) leaf extract 
avena sativa (oat) leaf/stalk extract 
avena sativa (oat) leaf/stem extract 
avena sativa (oat) meal extract 

avena sativa (oat) meristem cell extract 
avena sativa (oat) peptide 
avena sativa (oat) protein extract 
avena sativa (oat) seed extract 
avena sativa (oat) seed water 
avena sativa (oat) sprout oil 
avena sativa (oat) straw extract 
hydrolyzed oat protein 
hydrolyzed oat flour  
hydrolyzed oats 

 
 

Polyoxyalkylene Siloxane Copolymers, Alkyl-Polyoxyalkylene Siloxane Copolymers, and Related Ingredients  
 
The Expert Panel requested additional data to support the safety of 111 polyoxalkylene siloxane copolymers, alkyl-polyoxyalkylene siloxane copolymers, 
and related ingredients.   
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The additional information needed include: (1) molecular weight ranges of all of the ingredients; (2) impurities and explanation of how they are removed 
(especially for allyl alcohol ethoxylate and alkylated as impurities); and (3) dermal penetration, irritation, and sensitization data for the smallest 
ingredient(s) in this group (assumed to be PPG-2 dimethicone and PEG-3 dimethicone).  If these smaller ingredients penetrate the skin or cause 
sensitization, then dermal penetration, irritation, and sensitization data for the next larger ingredients should be submitted, and data up to the ingredient size 
demonstrated to be non-penetrating and non-sensitizing. 
 
The 111 ingredients in this safety assessment are listed below. 
 
behenoxy dimethicone 
behenoxy PEG-10 dimethicone 
bis-cetyl/PEG-8 cetyl PEG-8 dimethicone 
bis-hydroxyethoxypropyl dimethicone 
bis-isobutyl PEG/PPG-10/7/dimethicone copolymer 
bis-isobutyl PEG-13/dimethicone copolymer 
bis-isobutyl PEG-24/PPG-7/dimethicone copolymer 
bis-PEG-1 dimethicone 
bis-PEG-4 dimethicone 
bis-PEG-8 dimethicone 
bis-PEG-10 dimethicone 
bis-PEG-12 dimethicone 
bis-PEG-12 dimethicone beeswax 
bis-PEG-12 dimethicone candelillate 
bis-PEG-15 methyl ether dimethicone 
bis-PEG-20 dimethicone 
bis-PEG-8 PEG-8 dimethicone 
bis-PEG/PPG-14/14 dimethicone 
bis-PEG/PPG-15/5 dimethicone 
bis-PEG/PPG-16/16 PEG/PPG-16/16 dimethicone 
bis-PEG/PPG-18/6 dimethicone 
bis-PEG/PPG-20/20 dimethicone 
bis-PEG/PPG-20/5 PEG/PPG-20/5 dimethicone 
bis-stearoxy dimethicone 
bis-stearoxyethyl dimethicone 
cetyl PEG/PPG-10/1 dimethicone 
cetyl PEG/PPG-15/15 butyl ether dimethicone 
cetyl PEG/PPG-7/3 dimethicone 
cetyl PEG-8 dimethicone 
lauryl isopentyl-PEG/PPG-18/18 methicone 
lauryl PEG/PPG-18/18 methicone 
lauryl PEG-10 methyl ether dimethicone 
lauryl PEG-10 tris(trimethylsiloxy)silylethyl dimethicone 
lauryl PEG-8 dimethicone 
lauryl PEG-8 PPG-8 dimethicone 
lauryl PEG-9 polydimethylsiloxyethyl dimethicone 
lauryl polyglyceryl-3 polydimethylsiloxyethyl dimethicone 
methoxy PEG-11 methoxy PPG-24 dimethicone 
methoxy PEG/PPG-25/4 dimethicone 
methoxy PEG-13 ethyl polysilsesquioxane 
PEG/PPG-10/2 dimethicone 
PEG/PPG-10/3 oleyl ether dimethicone 
PEG/PPG-12/16 dimethicone 
PEG/PPG-12/18 dimethicone 
PEG/PPG-14/4 dimethicone 
PEG/PPG-15/15 dimethicone 
PEG/PPG-15/5 dimethicone 
PEG/PPG-16/2 dimethicone 
PEG/PPG-16/8 dimethiconePEG/PPG-17/18 dimethicone 
PEG/PPG-18/12 dimethicone 
PEG/PPG-18/18 dimethicone 
PEG/PPG-18/6 dimethicone 
PEG/PPG-19/19 dimethicone 
PEG/PPG-20/15 dimethicone 
PEG/PPG-20/20 dimethicone 
PEG/PPG-20/22 butyl ether dimethicone 

PEG/PPG-20/22 methyl ether dimethicone 
PEG/PPG-20/23 dimethicone 
PEG/PPG-20/29 dimethicone 
PEG/PPG-20/6 dimethicone 
PEG/PPG-22/22 butyl ether dimethicone 
PEG/PPG-22/23 dimethicone 
PEG/PPG-22/24 dimethicone 
PEG/PPG-23/23 butyl ether dimethicone 
PEG/PPG-23/6 dimethicone 
PEG/PPG-24/18 butyl ether dimethicone 
PEG/PPG-25/25 dimethicone 
PEG/PPG-27/27 dimethicone 
PEG/PPG-27/9 butyl ether dimethicone 
PEG/PPG-3/10 dimethicone 
PEG/PPG-30/10 dimethicone 

PEG/PPG-4/12 dimethicone 
PEG/PPG-6/4 dimethicone 
PEG/PPG-6/11 dimethicone 
PEG/PPG-8/14 dimethicone 
PEG/PPG-8/26 dimethicone 
PEG-10 dimethicone 
PEG-10 methyl ether dimethicone 
PEG-10 polydimethylsiloxyethyl dimethicone/bis-vinyl dimethicone 
crosspolymer 
PEG-11 methyl ether dimethicone 
PEG-12 dimethicone 
PEG-14 dimethicone 
PEG-17 dimethicone 
PEG-3 dimethicone 
PEG-32 methyl ether dimethicone 
PEG-4 PEG-12 dimethicone 
PEG-6 dimethicone 
PEG-6 methyl ether dimethicone 
PEG-7 dimethicone 
PEG-7 methyl ether dimethicone 
PEG-8 cetyl dimethicone 
PEG-8 dimethicone 
PEG-8 dimethicone dimer dilinoleate 
PEG-8 dimethicone/dimer dilinoleic acid copolymer 
PEG-8 methicone 
PEG-8 methyl ether dimethicone 
PEG-8 PEG-4 dimethicone 
PEG-8 PPG-8 dimethicone 
PEG-9 dimethicone 
PEG-9 methyl ether dimethicone 
PPG-25 dimethicone 
PPG-27 dimethicone 
PPG-4 oleth-10 dimethicone 
PEG-9 polydimethylsiloxyethyl dimethicone 
polysilicone-13 
PPG-12 butyl ether dimethicone 
PPG-12 dimethicone 
PPG-2 dimethicone 
stearoxy dimethicone 
stearoxymethicone/dimethicone copolymer 
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Ceramides 
 

  The Expert Panel requested additional data to support the safety of 14 ceramide ingredients.   
 

The additional data needed are (1) methods of manufacture; (2) impurities; (3) concentrations of use of the ingredients added to this safety assessment; and 
(4) dermal absorption.  If these ingredients exhibit appreciable dermal absorption, the additional data needed are (a) reproductive and developmental 
toxicity; (b) genotoxicity; and (c) dermal irritation and sensitization data at the highest maximum reported use concentration.   
 
The initial 14 ingredients in this safety assessment are listed below.   
 
ceramide 1 
ceramide 1A 
ceramide 2 
ceramide 3 
ceramide 4 
ceramide 5 
ceramide 6 II 
ceramide AP 

 
ceramide AS 
ceramide EOP 
ceramide EOS 
ceramide NP 
ceramide NS 
ceramide NS dilaurate 

 
 
The Panel added the following 8 ingredients because of their structural similarities to the ceramides and the promise that industry would provide safety test 
data that can be used to support read-across analysis for all of the above ingredients: 

 
caprooyl phytosphingosine 
caprooyl sphingosine 
caproyl sphingosine 
hydroxycaproyl phytosphingosine 

hydroxycapryloyl phytosphingosine 
hydroxylauroyl phytosphingosine 
hydroxypalmitoyl sphinganine 
2-oleamido-1,3-octadecanediol

 
 
 

Re-review Summaries 
 
Re-review Summaries 
 
The Panel approved the summary of their actions at the December 2013 meeting during which they determined not to reopen the safety assessment of 
polyvinyl alcohol.  
 
 
 
131st Meeting Notes 
 
Director’s Report 
 
Dr. Gill expressed appreciation on behalf of CIR for the presentations on Algae and on the Dermal Diffusion Barrier in Neonates and Infants.  The 
information on Algae will be particularly helpful as CIR develops a strategy for grouping this large family of ingredients. 
 
Dr. Gill mentioned that Beth Lange has been appointed as the new Executive Vice President and Chief Scientist of the Personal Care Products Council. The 
Council’s Chief Scientist serves as the Industry Liaison to the CIR Expert Panel.  Dr. Gill reminded the Panel that Dr. Lange is no stranger to the CIR 
process; she attended previous Panel meetings as the Chair of the CIR Science and Support Committee.  Dr. Lange is expected to begin her new position in 
early July 2014 and attend the September Panel meeting. 
 
Finally, Dr. Gill acknowledged the efforts of the Panel since the beginning of the year.  In addition to hosting 4 presentations from subject matter experts, 
the Panel completed more than 38 safety assessments and reviewed 3 administrative documents.   

 
 
Presentation on Algae 
 
Dr. Rex L. Lowe, Professor Emeritus of Biological Sciences at Bowling Green State University, reviewed the current classification, taxonomy, and 
common, non-cosmetic uses of algal.  He explained the great diversity of the four Algal Phyla and classified each algae  cosmetic ingredient based on its 
common name subclass (i.e., Blue Green, Brown, Red, Green, Euglenoid, Diatom or Haptophyte).  Dr. Lowe cautioned the Panel about the potential 
toxicity of some species of Blue Green Algae.  He also commented on the high volume, commercial use of many species of Brown, Red, and Green Algae, 
and the lack of adverse reports for such use.  The Panel greatly appreciated Dr. Lowe’s presentation and his clarification of the sources of these cosmetic 
ingredients. 
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Using the 7 subclasses of Algae, Dr. Lowe classified the list of 173 ingredients provided to him by CIR as follows:  6 from Blue Green Algae, 65 
from Brown Algae, 53 from Red Algae, 36 from Green Algae, 3 from Euglenoids, 3 from Diatoms, and 2 from Haptophytes.  There were also 3 
ingredients, Algae, Algae Extract, and Hydrolyzed Algae Extract, which were unclassifiable.  Classification of these 3 vaguely defined 
ingredients is needed, especially because the ingredient algae extract has 805 reported cosmetic uses (per the FDA VCRP).  Of the classifiable 
ingredients, fucus vesiculosus extract and laminara digita extract had the first and second highest reported frequencies of uses.  Both of these 
ingredients are classified as Brown Algae. 
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Briefing on the Dermal Diffusion Barrier in Neonates and Infants 
 
In March 2013, the CIR Expert Panel discussed the dermal penetration and percutaneous absorption of topically-applied ingredients in neonates and infants 
compared with adults.  The Panel invited Dr. Peter Elias and Dr. Mary Williams to address the subject of the diffusion barrier of the skin, which is a 
principle function of the stratum corneum (SC).  They are eminent physician/researchers, dermatologists, and professors at the University of California, and 
both contributed to Dr. Elias’ presentation to the Panel at the current meeting.  Dr. Williams is also a pediatrician, and Dr. Elias leads a research group 
focused on elucidating factors important for maintaining and restoring the cutaneous barrier. 
 
Dr. Elias explained that, as defined by pediatric dermatologists, children from birth to 6 months of age are babies, and from 6 months to 2 years of age are 
infants.  Full-term neonates are born after 37 weeks gestational age (GA), and premature neonates born between 34 and 37 weeks  GA generally have 
dermal barrier functions similar to full-term neonates.  He noted that the skin of infants is relatively mature, compared to the skin of babies, but does not 
yet function as a fully mature permeability barrier.  
 

Dr. Elias explained that the immaturity of the barrier in babies and infants 
can be largely attributed to the elevated pH of the skin in these children, as 
well as to super-moisturization in the diaper area and body folds. The pH 
of the surface of the skin does not become similar to that of adults until 
about 6 months of age and older, and continues to be more readily 
perturbed than adult skin until about 2 years of age.  He used the slide on 
the left to indicate that this factor helps to explain why babies and infants 
continue to have increased risk of dermatitis and infections and recover 
more slowly from damage by exposures to irritants, for example.   
 
Dr. Elias noted that there are exogenous and endogenous dermal acidifying 
mechanisms in the skin, which are responsible for the development and 
maintenance of the skin’s protective “acid mantle.”  The major acidifying 
mechanism that is immature in neonates is the endogenous secretory 
phospholipase A2 (sPLA2) mechanism, which breaks down phospholipids 
to release free fatty acids (FFAs) in the skin.  
 
Dr. Elias noted that, when the barrier is compromised in babies, the pH of 
the skin increases, and this increase activates serine proteases (SPs) that 
release pro-inflammatory cytokines, which helps to explain the increased 
tendency for dermatitis and other types of inflammatory reactions. 

 
Dr. Elias emphasized that the barrier function of the skin at about 34 weeks GA and thereafter is sufficient for life after birth.  However, barrier repair is 
slower in babies than in adults, and continues to be delayed up to about 2 years of age. He noted that the immature barrier of babies and infants will be 
manifested both by the increased potential for evaporative water loss from the skin and by the increased potential for dermal penetration and percutaneous 
absorption of topically-applied ingredients. 

 
 

Reports tabled – none 
 
2015 Priorities 
 

The following 2015 Priority list was approved by the CIR Expert Panel.  There are 22 ingredient/ingredient groups on the list, however, it is likely that not 
all of those listed will be chosen for work in 2015.     

 
• hydrolyzed soy protein – 840 uses / glycine soja (soybean) protein [glycine max (soybean) protein] – 329 uses 
• hydrolyzed silk – 694 uses 
• hydrolyzed keratin – 540 uses 
• polysilicone-2 – 515 uses 
• phosphoric acid – 443 uses / dicalcium phosphate – 353 uses 
• magnesium carbonate – 429 uses 
• tridecyl trimellitate – 426 uses 
• hydrofluorocarbon 152a – 422 uses 
• stearalkonium bentonite – 403 uses 
• butyrospermum parkii (shea) butter extract – 396 uses 
• hdi/trimethylol hexyllactone crosspolymer – 388 uses 
• ammonium acryloyldimethyltaurate/vp copolymer – 383 uses / ydroxyethyl acrylate/sodium acryloyldimethyl taurate copolymer – 383 uses 
• panthenyl ethyl ether – 375 uses 
• adipic acid/neopentyl glycol/trimellitic anhydride copolymer – 367 uses 
• tetrahexyldecyl ascorbate – 365 uses 
• polyglyceryl-3 diisostearate – 358 uses 
• etidronic acid – 345 uses 
• helianthus annuus (sunflower) seed extract – 344 uses 
• rosa canina fruit extract – 343 uses 
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• sodium methyl cocoyl taurate – 335 uses 
• tetradecene – 327 uses 
• 1-hydroxyethyl-4,5-diamino pyrazole sulfate – 77 uses 

 
These 2015 CIR priorities are based on those ingredients listed in the 2014 VCRP database that have not been reviewed by CIR and have the largest 
number of uses.  Some ingredients are excluded from review by the CIR, as discussed in the CIR Procedures.  This list only names the lead ingredients.  
Families of ingredients may be reviewed, as appropriate.  Interested parties are encouraged to submit data pertinent to these ingredients to the CIR for 
use in the development of the Scientific Literature Review.  Although the specific data needs vary for each safety assessment, the following are typical 
data that the Panel reviews for each safety assessment. 
 

• chemistry, impurities, and method of manufacture 
• toxicokinetics data, specifically dermal absorption and/or penetration 
• repeated-dose toxicity data 
• inhalation toxicity data, if the ingredient is used in a product that can be incidentally inhaled 
• reproductive/developmental toxicity data  
• genotoxicity data; and if positive, carcinogenicity data may be needed 
• dermal irritation and sensitization data  

 
For the review of botanical ingredients, the additional data needed include: species, plant part, extraction method, solvent, and data on component 
chemical characterization.  It is important that these data are specific to the ingredient(s). 
 

 
Scientific Literature Reviews  

 
• These literature reviews are currently posted on the CIR website at http://www.cir-safety.org/ingredients/glossary/all  

 
glycerin 
PEGylated alkyl glycerides 
plant polysaccharide gums 
sodium benzotriazolyl butylphenol sulfonate 

 
Draft reports for these ingredient families, along with any unpublished data submitted by interested parties, may be presented to the Panel at its 
meeting on September 8-9, 2014.  

 
• These literature reviews are currently under development 

 
Centella asiatica-derived ingredients 
hydrogenated polydecenes  
inorganic hydroxides 
 

• Re-reviews for the next Panel meeting 
o Propylene Glycol Dicaprylate/Dicaprate 
o Polysorbates 
o Glyceryl Stearate 
o Sorbitan Esters 
o PCA 

 
 

 
Next CIR Expert Panel Meeting  
Monday and Tuesday, September 8-9, 2014, at the Washington Court Hotel, 525 New Jersey Avenue, NW, Washington, DC 20001 --- Please contact Carla 
Jackson (jacksonc@cir-safety.org) at CIR before the meeting if you plan to attend.  

 

http://www.cir-safety.org/ingredients/glossary/all
mailto:jacksonc@cir-safety.org

