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● Final Safety Assessments  

 Ginkgo biloba – 10 ingredients – Split conclusion (5 safe with qualifications; 5 insufficient) 
 Hydrogen Peroxide – 1 ingredient – Safe as used  
 Dialkyl Dimer Dilinoleates – 8 ingredients – Safe as used 
 Polyol Phosphates – 10 ingredients – Split conclusion (4 safe; 6 insufficient) 
 Polyfluorinated Polymers – 12 ingredients – Split conclusion (2 safe; 10 insufficient) 

 
● Tentative Safety Assessments 

 Titanium Complexes – 5 ingredients – Split conclusion (1 safe with qualifications; 4 insufficient)  
 Vinylpyrrolidone Polymers – 30 ingredients – Split conclusion (27 safe; 3 insufficient) 
 Parabens – 21 ingredients – Split conclusion (20 safe; 1 insufficient) 
 Methylxanthines (previously named: Xanthine Alkaloids) – 3 ingredients – Safe as used 
 Acrylates Copolymer – 126 ingredients – Safe with qualifications 
 Hydroxyethyl Urea – 1 ingredient – Safe with qualifications 

 
● Re-Review Action 

 Triacetin – 1 ingredient – Not re-opened 
 
● Insufficient Data Announcements 

 Alkoxylated Fatty Amides – 41 ingredients 
 Brown Algae – 82 ingredients 

 
● 148th Meeting Notes 

 Director’s Report 
 Other Items 

o Re-Review Summary - Aluminum Starch Octenylsuccinate 
o Strategy Document – MI/MCI 

 Scientific Literature Reviews under development 
 Next Expert Panel Meeting – Monday and Tuesday, December 3-4, 2018 



 

 

Final Safety Assessments 

Final 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  Unpublished data cited as references in CIR safety assessments are 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 is incorrect may petition the CIR Expert Panel to amend the safety 
assessment.  

Ginkgo biloba-Derived Ingredients 
 
The Panel issued a final report with the conclusion that the following 5 ingredients are safe in the present practices of use and concentration described in 
the safety assessment when formulated to be non-sensitizing: 
   

Ginkgo Biloba Leaf Extract  
Ginkgo Biloba Leaf* 

Ginkgo Biloba Leaf Cell Extract* 
Ginkgo Biloba Leaf Powder 

Ginkgo Biloba Leaf Water* 

  
*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 also determined that the data are insufficient to determine the safety of the following 5 ingredients: 
  

Ginkgo Biflavones** 
Ginkgo Biloba Meristem Cell** 

Ginkgo Biloba Nut Extract 
Ginkgo Biloba Root Extract** 

Ginkgo Leaf Terpenoids** 

 
**Not reported to be in current use. 

 
The data needed to determine safety for these cosmetic ingredients are: 
 

 Method of manufacturing, composition, and impurities data for each of these ingredients, except Ginkgo Biloba Meristem Cell 
 28-Day dermal toxicity data for each of these ingredients   

o Dependent on the results of these studies, additional data on other toxicological endpoints, such as developmental and reproductive 
toxicity and carcinogenicity, may be needed 

 Dermal irritation and sensitization data at leave-on use concentrations 
 Ocular irritation data, if available 

 
The Panel determined that the data on Ginkgo Biloba Leaf Extract are sufficient, and reasonable inferences to four other leaf-derived ingredients can be 
made.  The Panel noted the positive carcinogenic findings of the rodent studies performed by the National Toxicology Program (NTP), but determined that 
the Ginkgo biloba leaf extract used therein contained unusually high concentrations of certain constituents that are markedly different from those found in 
the leaf extracts used in dietary supplements, which are similar to those extracts used in cosmetics.  Furthermore, the NTP study administered this specific 
leaf extract at high doses by gavage, allowing for concentrations in the blood that would not be achieved through cosmetic use.  The leaf extract that is 
similar to that used in dietary supplements did not produce increased incidences of cancer in a dietary study.  This, combined with a long history of use of 
Ginkgo biloba leaf extracts in folk medicine, indicated that the findings of the NTP study are not relevant to cosmetic use. 
 
The Panel noted that, because botanical ingredients are complex mixtures, there is concern that multiple botanical ingredients in one product formulation 
may each contribute to the final concentration of a single shared constituent. Therefore, when formulating products, manufacturers should avoid reaching 
concentrations of botanical constituents that may cause sensitization or other adverse effects. 
 
Hydrogen Peroxide 
 
The Panel issued a final report with the conclusion that Hydrogen Peroxide is safe in cosmetics in the present practices of use and concentration described 
in the safety assessment. The Panel noted the positive genotoxicity studies and determined concerns about these results were mitigated by Hydrogen 
Peroxide’s quick reaction with the skin’s surface. The Panel considered the available data on carcinogenicity, reproduction/development, irritation, and 
sensitization, and concluded that these data are sufficient to support the safety of Hydrogen Peroxide in cosmetics.  

 
Hydrogen Peroxide is reported to be used in hair dyes at, up to 15% in a professional product (that is then diluted for use) and at up to 12.4% in consumer 
hair dyes and colors formulations; Hydrogen Peroxide is reported to be used in a total of 390 cosmetic formulations, 250 of which are hair-coloring 
formulations.  Other categories of use include formulations that result in dermal leave-on exposure at up to 3%, and there are reported to be 93 formulations 
that come in contact with mucous membranes and may result in incidental ingestion, including at up to 4.6% in dentifrices. 
 
Dialkyl Dimer Dilinoleates 
 
The Panel issued a final amended report with a conclusion that the following dialkyl dimer dilinoleates are safe in cosmetics in the present practices of use 
and concentration described in the safety assessment:  
 

Diisopropyl Dimer Dilinoleate 
Dicetearyl Dimer Dilinoleate* 
Diisostearyl Dimer Dilinoleate 
Diethylhexyl [previously “Dioctyl”] Dimer Dilinoleate* 

Dioctyldodecyl Dimer Dilinoleate* 
Ditridecyl Dimer Dilinoleate* 
Di-C16-18 Alkyl Dimer Dilinoleate* 
Di-C20-40 Alkyl Dimer Dilinoleate*

 
*Not reported to be in current use. If ingredients in this group are 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 considered that the available data on systemic toxicity, genotoxicity, irritation, sensitization, and phototoxicity were adequate to assess the safety 
of these ingredients as used in cosmetics.  The potential skin penetration of these ingredients was estimated, in part, using an octanol/water partition 
coefficient of Diisopropyl Dimer Dilinoleate at a logP of over 17. The Panel did not believe there would be significant skin penetration resulting from 
cosmetic use, and therefore concluded that the risk of systemic toxicity was mitigated.  
 
According to US FDA Voluntary Cosmetic Registration Program (VCRP) 2018 data, only 2 dialkyl dimer dilinoleates are currently in use. Diisopropyl 
Dimer Dilinoleate is currently used in 145 formulations with a maximum concentration of 29% in lipsticks; Diisostearyl Dimer Dilinoleate has a maximum 
concentration of 16% in lipsticks, and is reported to be used in 20 formulations. 
 
Polyol Phosphates 
 
The Panel issued a final report, concluding that Sodium Phytate, Phytic Acid, Phytin*, and Trisodium Inositol Triphosphate* are safe in cosmetics in the 
present practices of use and concentration described in the safety assessment. 
 

*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. 
 

However, the Panel also concluded that the data are insufficient to determine the safety of the following 6 ingredients: Disodium Glucose Phosphate, 
Manganese Fructose Diphosphate, Sodium Mannose Phosphate, Trisodium Fructose Diphosphate, Xylityl Phosphate, and Zinc Fructose Diphosphate.  Of 
these, only Sodium Mannose Phosphate is reported to be in use.  The Panel determined that the following data are needed to assess the safety of these 6 
ingredients: 

 Method of manufacture 
 Impurities 
 Absorption, distribution, metabolism, and excretion (ADME) data 

 
While method of manufacture and impurities data on Sodium Mannose Phosphate were received, no ADME data were submitted.  The Panel agreed dermal 
absorption data on this ingredient were needed to conclude on safety.    The Panel previously requested skin sensitization data on Phytic Acid at the highest 
maximum use concentration; these data were received, and the Panel agreed that the results of submitted studies indicate that these ingredients do not have 
discernible skin sensitization potential at cosmetic use concentrations.  
 
Polyfluorinated Polymers 
 
The Panel issued a final report with the conclusion that PTFE and Hexafluoropropylene/Tetrafluoroethylene Copolymer* are safe in cosmetics in the 
present practices of use and concentration described in the safety assessment. (*Not reported to be in current use. If this ingredient is to be used in the 
future, the expectation is that it would be used in product categories and at concentrations comparable to PTFE.)  However, the Panel determined that the 
data are insufficient to determine the safety of the following ten ingredients, none of which are reported to be in current use: 
 

Acrylates/Perfluorohexylethyl Methacrylate Copolymer 
Behenyl Methacrylate/Perfluorooctylethyl Methacrylate Copolymer 
C6-14 Perfluoroalkylethyl Acrylate/HEMA Copolymer 
Stearyl Methacrylate/Perfluorooctylethyl Methacrylate Copolymer 
Acrylates/Methoxy PEG-23 Methacrylate/Perfluorooctyl Ethyl Acrylate Copolymer 
PEG-10 Acrylate/Perfluorohexylethyl Acrylate Copolymer 
Polyperfluoroethoxymethoxy Difluoroethyl PEG Diisostearate 
Polyperfluoroethoxymethoxy Difluoroethyl PEG Ether 
Polyfluoroethoxymethoxy Difluorohydroxyethyl Ether 
Polyperfluoroethoxymethoxy Difluoromethyl Ether 

  
The Panel determined that the following data are needed to determine the safety of these ingredients: 

 Method of manufacture  
 Impurities 
 Skin sensitization data at the maximum use concentration  

 
Method of manufacture, impurities, and skin sensitization data were received and considered sufficient for determining that Hexafluoropropylene/ 
Tetrafluoroethylene Copolymer and PTFE would be safe at cosmetic use concentrations up to 13%. The impurities data indicated that the 
tetrafluoroethylene monomer is undetectable (75 ppb detection limit), that perfluorooctanoic acid (PFOA) is present at concentrations of < 25 ppb, and that 
the incidental content of perfluorooctyl sulfonate (PFOS) is detectable in the ppb range. In light of the Environmental Protection Agency (EPA)’s 70 ppt 
limit (a 100-fold safety factor is inherent in this limit) on PFOA and PFOS combined in drinking water and the developmental toxicity/carcinogenicity that 
is associated with these impurities, the Panel previously determined that a value for the greatest possible amount of incidentally ingested PFOA and PFOS 
that would result from the use of oral hygiene products at the maximum use concentration of PTFE should be calculated and included in this safety 
assessment.  Although the available use information now indicates that PTFE is not being used in cosmetic oral hygiene products, 2018 FDA VCRP data 
indicate that it is being used in lipsticks (use concentration data unavailable).  Thus, the use of PTFE in products that are applied to the lips and the highest 
maximum use concentration of PTFE (13%) in cosmetic products (including those for which incidental ingestion is extremely unlikely) were used in this 
calculation.  It was determined that an overly conservative estimation of ingredient exposure from lipstick use results in a total dose of PFOA exposure that 
is 755-fold lower than the EPA’s advisory level for drinking water (in addition to the 100-fold safety factor inherent in EPA’s limit).   
 
The Panel also discussed the issue of incidental inhalation exposure from powders, having taken into consideration that PTFE is reported as being used in 
[fragrance] powders (dusting and talcum, excluding aftershave talcum) and in face powders, which may result in incidental inhalation exposure. Data 
received from the Council indicate that PTFE is being used in face powders at maximum use concentrations ranging from 0.5% to 3%. The Panel noted that 



 

 

conservative estimates of inhalation exposures to respirable particles during the use of loose powder cosmetic products are 400-fold to 1000-fold less than 
protective regulatory and guidance limits for inert airborne respirable particles in the workplace. A detailed discussion and summary of the Panel’s 
approach to evaluating incidental inhalation exposures to ingredients in cosmetic products is available at http://www.cir-safety.org/cir-findings. 
 

Tentative Safety Assessments  
 
Tentative safety assessments intended to proceed to the next CIR Expert Panel meeting will be posted on the CIR website at www.cir-safety.org on or 
before October 5th, 2018.  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 as soon as possible.  The updated reports may be scheduled for review by the CIR Expert Panel as early as at its December 3-4, 2018 meeting.  
However, if more time is needed to accommodate data collection or significant revisions, one or more of these tentative assessments may be postponed 
until a later meeting.     

 
Titanium Complexes 
 
The Panel issued a tentative report for public comment with a split conclusion: 

 
Isopropyl Titanium Triisostearate is safe in cosmetics in the present practices of use and concentration described in the safety assessment, when used as 
a surface modifier.  The data are insufficient to determine the safety of the following 4 ingredients: Titanium Citrate, Titanium Ethoxide, Titanium 
Isostearates, and Titanium Salicylate. 

 
The Panel determined that the following data are needed to assess the safety of these 4 ingredients: 

 Maximum use concentrations 
 Methods of manufacture  
 Impurities  
 28-day dermal toxicity data  

o Depending on the results of these studies, various systemic toxicity data may also be needed 
 Genotoxicity data 
 Skin irritation and sensitization data at maximum cosmetic use concentrations, except for Titanium Citrate 

  
Skin irritation and sensitization data on Titanium Citrate previously requested are no longer needed because the Panel determined that results of a study on 
37 patients (all suspected of having titanium allergy) patch tested with 0.16% and 0.32% Titanium Citrate were sufficient for evaluating these endpoints.  
 
Only one of the titanium complexes is reported to be in use.  According to 2018 VCRP data, Isopropyl Titanium Triisostearate is reported to be used in 580 
cosmetic products (573 leave-on and 7 rinse-off products). The results of a concentration of use survey conducted by the Council in 2017 indicate that 
Isopropyl Titanium Triisostearate is used at concentrations up to 1.5% in leave-on products (eye shadows) and at concentrations up to 0.3% in rinse-off 
products (eye make-up removers).   
 
These titanium complexes are reported to have the following functions in cosmetics:  Isopropyl Titanium Triisostearate (surface modifiers), Titanium 
Citrate (colorants; humectants), Titanium Ethoxide (binders), Titanium Isostearates (film formers; opacifying agents), and Titanium Salicylate 
(preservatives).  Submitted method of manufacture data demonstrate that as a surface modifier in cosmetic products, Isopropyl Titanium Triisostearate is 
covalently bound to a pigment (e.g., black iron oxide) via reaction (Figure 1). 
 

 
Figure 1. Pigment, surface modified by reaction with Isopropyl Titanium Triisostearate (depicted isostearyl chains are one example of an “iso”) 
 
Thus, the presence of any residual or unreacted Isopropyl Titanium Triisostearate in the product formulation would be considered an impurity.  The Panel 
noted that if data indicating the presence of significant levels of residual Isopropyl Titanium Triisostearate resulting from use as a surface modifier are 
provided, 28-day dermal toxicity data and genotoxicity data would then be needed to evaluate the safety of this ingredient.  The same would apply to any 
other identified use(s) of this ingredient that would yield free Isopropyl Titanium Triisostearate in the product formulation.  The Panel requested 
clarification of the following:  (1) Isopropyl Titanium Triisostearate is only being used as a surface modifier, (2) the other titanium complex ingredients are 



 

 

not being used as surface modifiers, and (3) surface modification does not result in any appreciable residual Isopropyl Titanium Triisostearate in the final 
product.  No data have been submitted to suggest that Titanium Citrate, Titanium Ethoxide, Titanium Isostearates, or Titanium Salicylate are used in 
cosmetic formulations to modify pigment surfaces in this way.  Thus, the available information suggests that these four ingredients are discrete, unreacted 
complexes (e.g., Titanium Ethoxide in Figure 2). 
 

 
Figure 2. Titanium Ethoxide 
 
The Panel requested that in addition to addressing their concerns relating to surface modifier chemistry, that industry determine the form of Isopropyl 
Titanium Triisostearate (bound to pigment or not) that is associated with the use concentration data that were provided and determine the form (and 
resultant concentrations) of Isopropyl Titanium Triisostearate in the unpublished product formulation safety test data that were provided. 

 
Vinylpyrrolidone Polymers 

 
The Panel issued a tentative report for public comment with a split conclusion. The Panel determined that the following 27 vinylpyrrolidone polymers are 
safe in cosmetics in the present practices of use and concentration described in the safety assessment: 
 

VP Copolymers 
Acrylic Acid/VP Crosspolymer 
Maltodextrin/VP Copolymer 
PVP/Decene Copolymer 
PVP/VA/Itaconic Acid Copolymer 
PVP/VA/Vinyl Propionate Copolymer 
Styrene/VP Copolymer 
Triacontene/VP Copolymer 
VP/Eicosene Copolymer 
VP/Hexadecene Copolymer 
VP/VA Copolymer 
VP/Vinyl Alcohol Copolymer 
 
VP Acrylate Copolymers 
Acrylates/Stearyl Methacrylate/VP Copolymer 
Acrylates/VP Copolymer 
Ammonium Acryloyldimethyltaurate/VP Copolymer 
Ethylhexyl Acrylate/VP/Dimethicone Methacrylate Copolymer 
Ethylhexyl Methacrylate/Methyl Methacrylate/VP Copolymer 
Methacrylic Acid/Styrene/VP Copolymer 
Vinyl Caprolactam/VP/Dimethylaminoethyl Methacrylate Copolymer 
VP/Acrylates/Lauryl Methacrylate Copolymer 
VP/Dimethylaminoethylmethacrylate Copolymer 
VP/DMAPA Acrylates Copolymer 
VP/Vinyl Caprolactam/DMAPA Acrylates Copolymer 
 
Polyvinylpyrrolidone (PVP) and Modified PVP Polymers 
Butylated PVP 
PVP 
Triacontanyl PVP 
 
VP Crosspolymers 
Hydrolyzed Wheat Protein/PVP Crosspolymer 
Sodium Acryloyldimethyltaurate/VP Crosspolymer 

 
For these 27 vinylpyrrolidone polymers deemed safe, concern over the lack of dermal absorption data was mitigated by large ingredient molecular weights, 
low residual monomer content, and similar chemical and physical properties, despite differences in monomer identities. However, for the following 
urethanes sub-group, the Panel concluded that the data are insufficient to determine safety: 
 

Urethanes 
VP/Dimethiconylacrylate/Polycarbamyl/Polyglycol Ester 
VP/Dimethylaminoethylmethacrylate/Polycarbamyl Polyglycol Ester 
VP/Polycarbamyl Polyglycol Ester  
 

The Panel determined that the following data are needed to assess the safety of these 3 ingredients: 
 Residual monomer concentration for at least a representative ingredient from this sub-group 

 
 
 



 

 

Parabens 
 
The Panel issued a tentative amended report for public comment with the conclusion that the following 20 ingredients are safe in cosmetics in the present 
practices of use and concentration described in the safety assessment. 
 

Butylparaben 
Calcium Paraben* 
Ethylparaben 
Isobutylparaben 
Isopropylparaben 
Methylparaben 
Potassium Butylparaben*  

Potassium Ethylparaben* 
Potassium Methylparaben* 
Potassium Paraben* 
Potassium Propylparaben* 
Propylparaben 
Sodium Butylparaben 
Sodium Ethylparaben  

Sodium Isobutylparaben 
Sodium Isopropylparaben* 
Sodium Methylparaben 
Sodium Paraben* 
Sodium Propylparaben 
4-Hydroxybenzoic Acid* 

 
*Not reported to be in current use. Were the ingredient in this group not in current use 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. 
 

However, the Panel concluded that the available data are insufficient to determine the safety of Benzylparaben.  The data needed to determine safety of this 
ingredient comprise a no-observed-adverse-effect-level (NOAEL) derived from developmental and reproductive toxicity (DART) studies. This ingredient 
is not reported to be in use. 
 
The Panel discussed concerns about the bioaccumulation potential of parabens.  The Panel noted that, as lipid-soluble chemicals, parabens may distribute to 
tissues despite metabolism.  Recent studies with sensitive analytical methods have demonstrated the presence of parabens in various human tissues.  
However, the data are equivocal regarding cumulative storage in such tissues; and importantly, the available evidence suggests no significant association of 
parabens exposure with diseases or other adverse health conditions.  The Panel noted that paraben exposures are attributed to cosmetic products, foods, 
medicines and other sources; and refined aggregate exposure models suggest that cosmetic product use is a major source of parabens exposure.  However, 
the vast quantity of biomonitoring data indicate that systemic exposure to these ingredients is very low.   
 
The Panel also discussed the safety of parabens as used in vaginally-applied cosmetic products.  One published reference was submitted to the Panel along 
with the assertion that these ingredients cause irreparable damage to sperm and may preclude fertilization in users.  However, of the multiple endpoints 
asserted in the reference, each was either constructed around an improperly chosen/designed assay to make such assertions unequivocally, and/or resulted 
in no significant effects.  Another published reference was submitted, this one along with an assertion these ingredients may increase the chances of 
developing a vaginal yeast infection.  However, the cell culture studies performed therein were dosed with extremely high concentrations compared to 
cosmetic use (i.e. 15 - 25% preservative in these studies vs a maximum use concentration of parabens in cosmetics of 0.5%). The Panel requested that these 
studies be included in the CIR report. However, the Panel’s discussion thereof classified these studies as illustrations of potential, general hazards, which 
fail to demonstrate risks relevant to cosmetic safety in the context of concentration of use. 
   
The main emphasis of the Panel’s deliberations on the draft assessment report comprised extensive revisions to better identify, and explain the rationale for, 
the values utilized in conducting the risk assessment therein.  The Panel also requested that the margin of safety (MOS) should be re-calculated, weighing 
the different use concentrations and exposures of Butylparaben in various cosmetic products category.   
 
Methylxanthines (previously referred to as Xanthine Alkaloids) 
 
The Panel issued a tentative report for public comment for the following methylxanthines with the conclusion that these ingredients are safe in cosmetics in 
the present practices of use and concentration described in the safety assessment: 
 

Caffeine 
Theobromine 
Theophylline 

 
Each of these ingredients is reported to be in use. According to 2018 VCRP data, Caffeine is used in 1033 formulations at a maximum concentration of 6%. 
Theobromine and Theophylline were reported to be used in 5 formulations, each. 
 
The Panel found that the systemic toxicity, development/reproductive toxicity, genotoxicity, carcinogenicity, and irritation data in this report were 
sufficient. The Panel recognized the positive genotoxicity studies therein, but considered those to be potentially misleading. Indeed, positive results were 
only observed in in vitro studies without metabolic activation (those in vitro studies with metabolic activation were negative); and, the positive results of 
studies performed with mammalian cell cultures were in sharp contrast to the in vivo mammalian studies which yielded negative results (suggesting that 
those positive results were actually false-positives). Furthermore, the Panel noted the negative results of the carcinogenicity studies performed by the NTP, 
further eliminating the need for concern of the positive genotoxicity studies. Positive results for development and reproductive studies were also noted, but 
were considered negligible considering these effects were only seen at concentrations much higher than what would be used in cosmetics.  
 
 
 
 
 
 
 
 
 
 



 

 

Acrylates Copolymers 
 
The Panel issued a tentative amended report for public comment with the conclusion that the 126 ingredients named below are safe in cosmetics in the 
present practices of use and concentration described in the safety assessment when formulated to be non-irritating. 
  

Acrylates Copolymer 
Acrylates Crosspolymer 
Acrylates Crosspolymer-3 
Acrylates Crosspolymer-4 
Acrylates Crosspolymer-5* 
Acrylates/Ammonium Methacrylate Copolymer 
Acrylates/Beheneth-25 Methacrylate Copolymer 
Acrylates/Beheneth-25 Methacrylate/Steareth-30 Methacrylate Copolymer* 
Acrylates/C10-30 Alkyl Methacrylate Copolymer 
Acrylates/C10-30Alkyl Acrylate Crosspolymer 
Acrylates/C12-13 Alkyl Methacrylates/Methoxyethyl Acrylate Crosspolymer* 
Acrylates/C12-22 Alkyl Methacrylate Copolymer 
Acrylates/C26-28 Olefin Copolymer* 
Acrylates/C5-8 Alkyl Acrylate Copolymer* 
Acrylates/Ceteareth-20 Methacrylate Crosspolymer* 
Acrylates/Ceteareth-20 Methacrylate Crosspolymer-2* 
Acrylates/Ceteth-20 Methacrylate Copolymer* 
Acrylates/Ethylhexyl Acrylate Copolymer 
Acrylates/Ethylhexyl Acrylate Crosspolymer  
Acrylates/Ethylhexyl Acrylate/Glycidyl Methacrylate Crosspolymer* 
Acrylates/Hydroxyesters Acrylates Copolymer 
Acrylates/Hydroxyethyl Acrylate/Lauryl Acrylate Copolymer* 
Acrylates/Hydroxyethyl Acrylate/Methoxyethyl Acrylate Copolymer* 
Acrylates/Laureth-25 Methacrylate Copolymer* 
Acrylates/Lauryl Methacrylate Copolymer* 
Acrylates/Lauryl Methacrylate/Tridecyl Methacrylate Crosspolymer* 
Acrylates/Methoxy PEG-4 Methacrylate Copolymer* 
Acrylates/Methoxy PEG-15 Methacrylate Copolymer* 
Acrylates/Methoxy PEG-23 Methacrylate Copolymer 
Acrylates/Methoxy PEG-90 Methacrylate Crosspolymer* 
Acrylates/Palmeth-25 Acrylate Copolymer 
Acrylates/PEG-4 Dimethacrylate Crosspolymer* 
Acrylates/Steareth-20 Methacrylate Copolymer 
Acrylates/Steareth-20 Methacrylate Crosspolymer  
Acrylates/Steareth-30 Methacrylate Copolymer 
Acrylates/Steareth-50 Acrylate Copolymer* 
Acrylates/Stearyl Methacrylate Copolymer 
Acrylates/VA Copolymer 
Acrylates/VA Crosspolymer 
Acrylates/Vinyl Isodecanoate Crosspolymer  
Acrylates/Vinyl Neodecanoate Crosspolymer  
Acrylic Acid/C12-22 Alkyl Acrylate Copolymer* 
Acrylic Acid/Stearyl Acrylate Copolymer 
Allyl Methacrylate/Glycol Dimethacrylate Crosspolymer*  
Allyl Methacrylates Crosspolymer  
Ammonium Acrylates Copolymer 
Ammonium Acrylates/Ethylhexyl Acrylate Copolymer* 
Ammonium Acrylates/Methyl Styrene/Styrene Copolymer 
Ammonium Polyacrylate 
Ammonium Styrene/Acrylates Copolymer 
Ammonium Styrene/Acrylates/Ethylhexyl Acrylate/Lauryl Acrylate 
Copolymer* 
Ammonium VA/Acrylates Copolymer* 
AMP-Acrylates Copolymer 
Behenyl Methacrylate/t-Butyl Methacrylate Copolymer 
Butyl Acrylate/Cyclohexyl Methacrylate Copolymer* 
Butyl Acrylate/Ethylhexyl Methacrylate Copolymer* 
Butyl Acrylate/Glycol Dimethacrylate Crosspolymer  
Butyl Acrylate/Hydroxyethyl Methacrylate Copolymer* 
Butyl Methacrylate/Acryoyloxy PG Methacrylate Copolymer* 
C12-22 Alkyl Acrylate/Hydroxyethylacrylate Copolymer 
C8-22 Alkyl Acrylates/Methacrylic Acid Crosspolymer* 
Calcium Potassium Carbomer* 
Carbomer 
Cyclohexyl Methacrylate/Ethylhexyl Methacrylate Copolymer* 

Ethylene/Acrylic Acid Copolymer 
Ethylene/Acrylic Acid/VA Copolymer* 
Ethylene/Calcium Acrylate Copolymer* 
Ethylene/Magnesium Acrylate Copolymer* 
Ethylene/Methacrylate Copolymer 
Ethylene/Sodium Acrylate Copolymer 
Ethylene/Zinc Acrylate Copolymer* 
Ethylhexyl Acrylate/Methoxy PEG-23 Methacrylate/Vinyl Acetate 
Copolymer* 
Ethylhexyl Acrylate/Methyl Methacrylate Copolymer 
Glycol Dimethacrylate Crosspolymer* 
Glycol Dimethacrylate/Vinyl Alcohol Crosspolymer*  
Hydroxyethyl Acrylate/Methoxyethyl Acrylate Copolymer* 
Lauryl Acrylate Crosspolymer 
Lauryl Acrylate/VA Copolymer* 
Lauryl Acrylate/VA Crosspolymer* 
Lauryl Methacrylate/Glycol Dimethacrylate Crosspolymer  
Lauryl Methacrylate/Sodium Methacrylate Crosspolymer  
Methacrylic Acid/PEG-6 Methacrylate/PEG-6 Dimethacrylate 
Crosspolymer* 
Methacryloyl Ethyl Betaine/Acrylates Copolymer 
Methoxy PEG-23 Methacrylate/Glyceryl Diisostearate Methacrylate 

Copolymer 
Methyl Methacrylate Crosspolymer 
Methyl Methacrylate/Glycol Dimethacrylate Crosspolymer 
Methyl Methacrylate/PEG/PPG-4/3 Methacrylate Crosspolymer 
PEG/PPG-5/2 Methacrylate/Methacrylic Acid Crosspolymer* 
Poly C10-30 Alkyl Acrylate 
Poly(Methoxy PEG-9 Methacrylate)* 
Polyacrylate-14 
Polyacrylate-29* 
Polyacrylate-34* 
Polyacrylate-1 Crosspolymer 
Polyacrylic Acid 
Polybutyl Acrylate* 
Polybutyl Methacrylate* 
Polyethylacrylate 
Polyhydroxyethylmethacrylate* 
Polyisobutyl Methacrylate* 
Polymethyl Acrylate 
Polymethyl Methacrylate 
Polypropyl Methacrylate* 
Polystearyl Methacrylate* 
Potassium Acrylate Crosspolymer* 
Potassium Acrylates Copolymer 
Potassium Acrylates/C10-30 Alkyl Acrylate Crosspolymer  
Potassium Acrylates/Ethylhexyl Acrylate Copolymer* 
Potassium Aluminum Polyacrylate* 
Potassium Carbomer 
Potassium Polyacrylate* 
Sodium Acrylate/Acrolein Copolymer* 
Sodium Acrylate/Vinyl Alcohol Copolymer 
Sodium Acrylates Copolymer 
Sodium Acrylates Crosspolymer-2 
Sodium Acrylates/Beheneth-25 Methacrylate Crosspolymer* 
Sodium Acrylates/C10-30 Alkyl Acrylate Crosspolymer  
Sodium Acrylates/Ethylhexyl Acrylate Copolymer* 
Sodium Acrylates/Vinyl Isodecanoate Crosspolymer 
Sodium Carbomer 
Sodium Polyacrylate 
Sodium Polymethacrylate 
Steareth-10 Allyl Ether/Acrylates Copolymer 
Stearyl/Lauryl Methacrylate Crosspolymer* 
Styrene/Acrylates/Ammonium Methacrylate Copolymer 
VA/Butyl Maleate/Isobornyl Acrylate Copolymer 



 

 

 *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 ingredient family was created because the Panel found it appropriate to consolidate all related copolymers and crosspolymers prepared from 
monomers that comprise, in part, acrylic acid or methacrylic acid (as well as appropriate salts and esters of these acids) into one safety assessment. There 
are a few copolymers that fit this description that are not included; a few ingredients were recently included in other reports, and there were some that will 
warrant a review of their own in in the near future because of frequency of use. 
 
The Panel noted these polymers are generally large molecules, and significant dermal absorption is not expected. Therefore, topically applied cosmetics are 
not expected to result in systemic toxicity from these ingredients.  Additionally, the existing data support a lack of sensitization potential. 
 
The Panel addressed the concern for residual monomer that might be present in the copolymers; manufacturers should continue to use good manufacturing 
processes to ensure the amount of residual monomer is kept to a minimum.  The Panel also discussed the issue of residual solvent that might be present.  
Again the amount of residual solvent should be minimized; however, the Panel was particularly concerned with polymerization in benzene.  It cannot be 
predicted with certainty what quantity of benzene would be volatilized/leached from a polymer during manufacture, formulation, or use; while some 
benzene is inevitably volatilized during manufacture, some benzene may be trapped in the polymer matrix and may leach out during formulation and use.  
Because of this uncertainty, the Panel stipulated that these ingredients should not be polymerized in benzene.   
 
The Panel was concerned that the potential exists for dermal irritation with the use of products formulated using the ingredients named in this assessment.  
Therefore, the Panel specified that products containing the ingredients listed above must be formulated to be non-irritating.  The Panel requested 
information on molecular weight ranges of these copolymers, as well as on residual monomer levels of each ingredient, which would help to inform this 
safety assessment.  

 
Hydroxyethyl Urea 
 
The Panel issued a tentative report for public comment with the conclusion that Hydroxyethyl Urea is safe in cosmetics in the present practices of use and 
concentration described in the safety assessment when formulated to be non-irritating. 
 
The Panel suggested that an emphasis should be added that there is a difference between hydroxyurea (not an ingredient, but a commonly used chemical in 
laboratories for cell cycle synchronization or generating replication) and this ingredient, Hydroxyethyl Urea.  The Panel found that the data on chemical 
and physical properties, systemic toxicity, development/reproductive toxicity, and dermal sensitization in this report were sufficient. The Panel also found 
that the irritation data given in this report were sufficient to proceed with a tentative conclusion.  However, the Panel discussed the potential of dermal 
irritation with the use of products formulated using Hydroxyethyl Urea, and specified that such products should be formulated to be non-irritating.  

 

Re-Review Action 
  
Triacetin 
 
The Panel reaffirmed its original conclusion of safe as used in cosmetics for Triacetin.  This conclusion was originally published in 2003. 
 
In accord with CIR’s Procedures to reassess previously-reviewed conclusions after a period of 15 years, the Panel was asked to determine whether a re-
review of Triacetin was warranted. No new ingredients were proposed for inclusion in this re-review. An oral development and reproductive toxicity study 
in rats and a mouse lymphoma L5178Y assay were the only new data found in the published literature; both had negative results. Because these studies did 
not cause any concern, and because the frequency of use of Triacetin in cosmetics increased only slightly (while the maximum use concentrations 
decreased from 4% to 0.95%), the Panel determined to not re-open this assessment.   
 

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 as soon as possible.  These reports may be scheduled for review by the CIR Expert Panel as soon as at its December 3-4, 
2018 meeting.  
 
Alkoxylated Fatty Amides 
 
The Panel reviewed the available data for the following 41 alkoxylated fatty amides and found these data to be insufficient to determine safety: 

 
PEG-2 Cocamide 
PEG-3 Cocamide 
PEG-4 Cocamide 
PEG-5 Cocamide 
PEG-6 Cocamide  
PEG-7 Cocamide  
PEG-11 Cocamide  
PEG-20 Cocamide  
PEG-3 Cocamide DEA 
PEG-20 Cocamide MEA 

PEG-6 Hydrogenated Palmamide 
PEG-50 Hydrogenated Palmamide 
PEG-13 Hydrogenated Tallow Amide 
PEG-5 Lanolinamide 
PEG-2 Lauramide 
PEG-3 Lauramide  
PEG-5 Lauramide  
PEG-6 Lauramide  
PEG-11 Lauramide 
PEG-3 Oleamide 

PEG-4 Oleamide 
PEG-5 Oleamide 
PEG-6 Oleamide 
PEG-7 Oleamide 
PEG-9 Oleamide 
PEG-5 Oleamide Dioleate 
PEG-4 Rapeseedamide 
PEG-4 Stearamide 
PEG-10 Stearamide 
PEG-15 Stearamide 



 

 

PEG-50 Stearamide 
PEG-5 Tallow Amide  
PEG-8 Tallow Amide   
PEG-50 Tallow Amide   

PEG-2 Tallowamide DEA 
Polyglyceryl-4-PEG-2 Cocamide 
PPG-2 Cocamide 
PPG-1 Hydroxyethyl Caprylamide 

PPG-2 Hydroxyethyl Cocamide  
PPG-2 Hydroxyethyl Coco/Isostearamide 
PPG-3 Hydroxyethyl Soyamide

  
Therefore, the Panel issued an insufficient data announcement (IDA) with the following data requests: 
 

 Method of manufacture 
 Impurities data 
 Dermal absorption data on PEG-4 Rapeseedamide and PPG-2 Hydroxyethyl Cocamide 

o If absorbed, then 28-day dermal toxicity data, as well as data on other toxicity endpoints, may be needed 
 
The Panel noted that PEG-4 Rapeseedamide and PPG-2 Hydroxyethyl Cocamide have the highest reported frequency of use, which is the reason dermal 
absorption data were specifically requested on these two ingredients.  The Panel did remark on the lack of carcinogenicity data; however, because there were 
sufficient negative genotoxicity studies and there are no structural alerts for carcinogenicity, the Panel’s concerns were mitigated. 
 
Additionally, the Panel responded to a comment from industry that questioned whether the two di-N,N-alkoxyl-substituted amides should be included in the 
report.  It was the opinion of the Panel that the information on the mono-N-alkoxyl-substituted ingredients informs the safety of the di-N,N-alkoxyl-substituted 
ingredients; therefore those ingredients should remain in this assessment. 

 
Brown Algae 
 
The Panel reviewed the available data for the following 82 brown algae and found these data to be insufficient to determine safety: 
  

Agarum Cribrosum Extract 
Alaria Esculenta Extract 
Ascophyllum Nodosum 
Ascophyllum Nodosum Extract 
Ascophyllum Nodosum Powder 
Cladosiphon Novae-Caledoniae Extract 
Cladosiphon Okamuranus Extract 
Cystoseira Amentacea/Caespitosa/ Branchycarpa Extract 
Cystoseira Baccata Extract 
Cystoseira Balearica Extract 
Cystoseira Caespitosa Extract 
Cystoseira Compressa Extract 
Cystoseira Compressa Powder 
Cystoseira Tamariscifolia Extract 
Dictyopteris Polypodioides Extract 
Dictyota Coriacea Extract 
Durvillaea Antarctica Extract 
Ecklonia Cava Extract 
Ecklonia Cava Water 
Ecklonia Kurome Extract 
Ecklonia Kurome Powder 
Ecklonia/Laminaria Extract 
Ecklonia Maxima Extract 
Ecklonia Maxima Powder 
Ecklonia Radiata Extract 
Eisenia Arborea Extract 
Fucus Serratus Extract 
Fucus Spiralis Extract 
Fucus Vesiculosus 
Fucus Vesiculosus Extract 
Fucus Vesiculosus Powder 
Halidrys Siliquosa Extract 
Halopteris Scoparia Extract 
Himanthalia Elongata Extract 
Himanthalia Elongata Powder 
Hizikia Fusiforme Extract 
Hizikia Fusiformis Water 
Hizikia Fusiformis Callus Culture Extract 
Hydrolyzed Ecklonia Cava Extract 
Hydrolyzed Fucus Vesiculosus Extract 
Hydrolyzed Fucus Vesiculosus Protein 
Laminaria Cloustoni Extract 

Laminaria Diabolica Extract 
Laminaria Digitata Extract 
Laminaria Digitata Powder 
Laminaria Hyperborea Extract 
Laminaria Japonica Extract 
Laminaria Japonica Powder 
Laminaria Longissima Extract 
Laminaria Ochroleuca Extract 
Laminaria Saccharina Extract 
Lessonia Nigrescens Extract 
Lessonia Nigrescens Powder 
Macrocystis Pyrifera (Kelp) 
Macrocystis Pyrifera (Kelp) 
Blade/Pneumatocyst/Stipe Juice Extract 
Macrocystis Pyrifera (Kelp) Extract 
Macrocystis Pyrifera (Kelp) Juice 
Macrocystis Pyrifera (Kelp) Protein 
Nereocystis Luetkeana Extract 
Pelvetia Canaliculata Extract 
Pelvetia Siliquosa Extract 
Phyllacantha Fibrosa Extract 
Saccharina Angustata Extract 
Saccharina Japonica Extract 
Saccharina Longicruris Extract 
Sargassum Filipendula Extract 
Sargassum Fulvellum Extract 
Sargassum Fusiforme Extract 
Sargassum Glaucescens Extract 
Sargassum Horneri Extract 
Sargassum Muticum Extract 
Sargassum Pallidum Extract 
Sargassum Siliquastrum Extract 
Sargassum Thunbergii Extract 
Sargassum Vulgare Extract 
Sphacelaria Scoparia Extract 
Undaria Peterseniana Extract 
Undaria Pinnatifida Extract 
Undaria Pinnatifida Cell Culture Extract 
Undaria Pinnatifida Leaf/Stem Extract 
Undaria Pinnatifida Powder 
Undaria Pinnatifida Root Powder  

 
 
The Panel issued an IDA for this ingredient group.  The Panel noted that several ingredients included in the report are generally recognized as safe when used 
in foods (GRAS-foods). Since exposure via ingestion would likely result in far greater systemic exposure than could result from cosmetic use, the need for 



 

 

systemic toxicity data for these GRAS-foods ingredients is mitigated.  A significant quantity of data was received (after completion of the draft report) and 
provided to the Panel via a “wave 2” supplement.  These data will be incorporated into the next iteration of the report. However, for these ingredients, the 
Panel issued the following data requests:  
 

 Composition 
 Dermal sensitization data at or above maximum use concentrations  

 
 For all other brown algae ingredients, without a GRAS-foods designation, the Panel issued the following data requests: 
 

 Composition 
 If absorbed, 28-day dermal toxicity and genotoxicity 
 Dermal sensitization data at or above maximum use concentrations 

 
According to 2018 VCRP data, the greatest frequency of use is reported for Fucus Vesiculosus Extract, which is reported to be used in 287 formulations, 201 
of which are leave-on products. Laminaria Digitata Extract had the second highest reported frequency of use (235 formulations). The results of a 
concentration of use survey conducted by the Council indicate Laminaria Digitata Powder and Macrocystis Pyrifera (Kelp) Extract are used in leave-on 
products at a maximum concentrations of 40% and 36.4%, respectively, which are the greatest use concentrations reported for the brown algae ingredients 
reviewed in this safety assessment. 
 

148th Meeting Notes 
 

Director’s Report 
 
Dr. Heldreth expressed gratitude for the Panel’s and other stakeholders’ continued support of the Cosmetic Ingredient Review program.   
 
He noted that the CIR Steering Committee will be considering a nominee to fill the seat of an independent representative of the Society of Toxicology.  The 
Committee is tentatively scheduled to convene in October to vote on this nominee. 
 
Dr. Heldreth also noted the statuses of 9 ingredients are set to change this year.  Sunflower Extract, Sunflower Leaf/Stem Extract, and Sunflower Sprout 
Extract received an insufficient data conclusion (needs:  method of manufacture; composition, especially protein content (including 2S albumins); and 
impurities) in September of 2016 (part of the Helianthus annuus (Sunflower)-Derived Ingredients report).  Sunflower Extract was reported to be in use at the 
time of that report and will thus move to the “use not supported” category, while Sunflower Leaf/Stem Extract and Sunflower Sprout Extract had no uses 
according to VCRP data and thus will move to the “zero use” category. 
   
Also at the September 2016 meeting, Adipic Acid/CHDM/MA/Neopentyl Glycol/Trimellitic Anhydride Copolymer, Isostearoyl Trimellitic 
Anhydride/Trimethylolpropane Copolymer, Propylene Glycol/Sebacic Acid/Trimellitic Anhydride Copolymer, and Trimethylpentanediol/Isophthalic 
Acid/Trimellitic Anhydride Copolymer received an insufficient data conclusion (needs: method of manufacture and composition; Trimellitic Anhydride 
Copolymers report).  These 4 ingredients had no reported use and will thus move to the zero use category.  Two other ingredients from that report have partial 
status changes. Adipic Acid/Neopentyl Glycol/Trimellitic Anhydride Copolymer and Phthalic Anhydride/Trimellitic Anhydride/Glycols Copolymer were 
concluded to be safe in nail product formulations in the present practices of use and concentration described in the safety assessment; however, the data were 
deemed insufficient to make a determination of safety on the use of these ingredients in all other types of cosmetic formulations.  These 2 ingredients, 
combined, had 3 reported uses in the “dermal contact” category.  Accordingly, the conclusion of safe in nail product formulation is unchanged, but the 
conclusion for all other types of cosmetic formulations is thus changed to “use not supported.”   

 
Finally, Dr. Heldreth noted that CIR was invited to present at a special forum arranged in part by the US Department of Commerce to inform other parts of the 
world, specifically Brazil in this case, about the great work of this Panel.  Scheduled for late October, Dr. Heldreth will provide representatives from the 
Brazilian Health Regulatory Agency and the Brazilian Ministry of Industry, Foreign Trade and Services with an overview of the CIR process and the 
significant utility of this Panel’s reports.     
 

Other Items:  
 

Re-Review Summary - Aluminum Starch Octenylsuccinate 
 
The Panel approved the re-review summary of Aluminum Starch Octenylsuccinate with the conclusion that it is safe as used in cosmetics provided that 
established limitations imposed on heavy metal concentrations are not exceeded.  This conclusion was originally published in 2002.  The Panel reviewed 
updated information regarding product types and ingredient use frequencies provided by the FDA, and maximum use concentrations provided by the Council. 
 
Strategy Document – MI/MCI 
More than 15 years have passed since the CIR “Final Report on the Safety Assessment of Methylisothiazolinone and Methylchloroisothiazolinone” was 
published.  According to the CIR Procedures, it is thus time to consider a reassessment of the safety of this ingredient combination use. At the time of the 
original report, there were 381 uses of this preservative combination.  Current data, obtained from the FDA VCRP in 2018, indicate this preservative 
combination is now used in 4595 formulations in the US.  Accordingly, a maximum concentration of use survey will be requested and a re-review document 
will be prepared for the Panel’s consideration to re-open (likely for the March 2019 meeting). 
 
However, a strategy memo was issued in advance to obtain Panel input and direct the CIR staff towards information sought in that re-review document. The 
Panel considered changes in report conclusion procedures and evaluated the relevance of a recent risk assessment.  The Panel also commented that it may be 
helpful, after choosing a no expected sensitization induction level (NESIL), for industry stakeholders to provide a second generation quantitative risk 
assessment (QRA 2.0) calculation.  Comments and any data or risk assessments, from the Panel and other stakeholders, will be incorporated into the re-review 
draft. 



 

 

 
Scientific Literature Reviews  
 
The following Scientific Literature Reviews are currently under development and may be posted imminently and then presented to the Panel for their 
review (as Draft Reports) during the next two meetings. 

 
 Acrylate/Acrylamide Copolymers  
 Alkyl Amide MIPA Ingredients 
 Alkyl Lactyl Lactate Salts – posted August 9, 2018   
 Basic Red 76 
 Benzyl Salicylate 
 Cocos nucifera (Coconut)-Derived Ingredients 
 Fatty Acids and Soaps  

 Hexa/Penta-hydric Alcohols 
 Melaleuca alternifolia (Tea Tree)-Derived Ingredients 
 Palm Tree-Derived Ingredients 
 Punica granatum (Pomegranate)-Derived Ingredients 
 Glycine soja (Soy)-Derived Ingredients 
 Triticum vulgare (Wheat)-Derived Ingredients 
 Vanilla-Derived Ingredients 

 
Next CIR Expert Panel Meeting 
Monday and Tuesday, December 3-4, 2018, at the Darcy Hotel, Washington, DC. 
Please contact Carla Jackson (jacksonc@cir-safety.org) before the meeting if you plan to attend.  
 


