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● Final Safety Assessments  

 Chamomilla recutita-Derived Ingredients – 11 ingredients 

 Hexamethylene Diisocyanate (HDI) Polymers – 19 ingredients 

 Keratin and Keratin-Derived Ingredients – 8 ingredients 

 Sodium Sulfate – 1 ingredient 

 

● Tentative Safety Assessments 

 Acid Violet 43 – 1 ingredient 

 Alkoxyl Alkyl Silanes – 4 ingredients 

 Citrus Flower- and Leaf-Derived Ingredients – 32 ingredients 

 Citrus Peel-Derived Ingredients – 47 ingredients 

 Citrus Plant- and Seed-Derived Ingredients – 32 ingredients 

 Dialkyl Carbonates – 6 ingredients 

 PEG Propylene Glycol Esters – 7 ingredients 

 Saccharide Esters – 40 ingredients 

 Simple Carbonate Salts – 6 ingredients 

 

● Re-Review - reopened 

 Butyl Polyoxyalkylene Ethers – 46 ingredients 

 Persulfates – 3 ingredients 

 

● Insufficient Data Announcement 

 Butyl Polyoxyalkylene Ethers – 46 ingredients 

 Butyrospermum parkii (Shea)-Derived Ingredients – 12 ingredients 

 

● 139th Meeting Notes 

 Director’s Report 

 Demonstration of the CIR Chemistry & Toxicology Database (CAT DB) 

 2017 Final Priorities 

 Scientific Literature Reviews posted on the CIR website 

 Scientific Literature Reviews under development 

 Next Expert Panel Meeting – Monday and Tuesday, September 26-27, 2016 



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  Unpublished data cited as 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.  

Chamomilla recutita (Matricaria)-derived Ingredients 

 

The Panel issued a final amended report with the conclusion that the following 11 Chamomilla recutita-derived ingredients are safe in the present practices 
of use and concentration in cosmetics, when formulated to be non-sensitizing.  

 

Chamomilla Recutita (Matricaria) Flower 
Chamomilla Recutita (Matricaria) Flower Extract 

Chamomilla Recutita (Matricaria) Flower Powder 

Chamomilla Recutita (Matricaria) Flower Water 
Chamomilla Recutita (Matricaria) Flower Oil 

Chamomilla Recutita (Matricaria) Extract 

Chamomilla Recutita (Matricaria) Flower/Leaf Extract 
Chamomilla Recutita (Matricaria) Flower/Leaf/Stem Extract* 

Chamomilla Recutita (Matricaria) Flower/Leaf/Stem Water* 

Chamomilla Recutita (Matricaria) Leaf Extract* 
Chamomilla Recutita (Matricaria) 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. 

 
These ingredients function mostly as fragrances and skin conditioning agents in cosmetic products.  Chamomilla Recutita (Matricaria) Flower Powder has 

the highest maximum concentration of use; it is used at concentrations up to 1% in rinse-off products (cleansing skin care preparations). The highest 

reported maximum use concentration of Chamomilla recutita (Matricaria)-derived ingredients in leave-on products is 0.5% Chamomilla Recutita 
(Matricaria) Flower Extract in makeup preparations. 

 

Hexamethylene Diisocyanate (HDI) Polymers 
 

The Panel issued a final report with the conclusion that the following 17 HDI polymers are safe in the present practices of use and concentration:  

 
HDI/Trimethylol Hexyllactone Crosspolymer 

Bis-C16-20 Isoalkoxy TMHDI/PEG-90 Copolymer  

Bis-Isostearyl 1,4-Butanediol/HDI/Hydrogenated Dimer Dilinoleyl Alcohol     
Copolymer* 

Bis-Lauryl Cocaminopropylamine/HDI/PEG-100 Copolymer*  

Bis-Methoxy PEG-10 Dimethyl MEA/HDI/Bis-PEG-10 Dimethicone 
Copolymer* 

Cholesterol/HDI/Pullulan Copolymer* 

Decyl HDI/PEG-180 Crosspolymer* 
Diethylene Glycol/DMAP Acrylamide/ PEG-180/HDI Copolymer 

HDI/Di-C12-14 Alkyl Tartrate/Hydrogenated Dilinoleyl Alcohol 

Copolymer  

HDI/PEI-45/SMDI Crosspolymer* 
HDI/PPG/Polycaprolactone Crosspolymer 

Methoxy PEG-17/Methoxy PEG-11/HDI Isocyanurate Trimer 

Crosspolymer*  
Methoxy PEG-17/Methoxy PEG-11/HDI Crosspolymer  

PEG-240/HDI Copolymer Bis-Decyltetradeceth-20 Ether  

PPG-26/HDI Copolymer* 
Steareth-100/PEG-136/HDI Copolymer  

Stearyl HDI/PEG-50 Copolymer* 

 
The Panel concluded that the available data are insufficient for evaluating the safety of the following 2 HDI polymers in cosmetic products: 

 

Bis-Hydroxyethyl Acrylate Poly(1,4-Butanediol)-9/TMHDI Copolymer*  
1,4-Butanediol/Succinic Acid/Adipic Acid/HDI 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. 

 

The data needed to evaluate the safety of these 2 ingredients are: 
 

 Molecular weight (i.e., median MW and MW range or distribution) 

 If the molecular weights are below 1000 Da, then solubility in formulation, dermal absorption, and/or 28-day dermal toxicity data may be needed 

 If soluble or dermally absorbed, then systemic toxicity may be needed, including genotoxicity, carcinogenicity, and reproduction/developmental 
toxicity data 

 

HDI/Trimethylol Hexyllactone Crosspolymer has the greatest number of cosmetic uses; it is used in up to 385 formulations. It also has the highest 

concentration of use in leave-on products (31%).  

 
Exposure to diisocyanates (monomers such as HDI; i.e., not the polymer ingredients herein) in the workplace is one of the leading causes of occupational 

asthma and has been associated with airway irritation and asthma-like symptoms, hypersensitivity pneumonitis, rhinitis, and accelerated lung deterioration.  

Diisocyanates can also cause both irritant and allergic contact dermatitis, as well as skin and conjunctival irritation. The data showed that the diisocyanate 
monomers would not be present in the ingredients as manufactured, but the Panel emphasized that the cosmetics industry should use good manufacturing 

practices to ensure that these monomers are absent from the ingredient or the formulation. 

 

 

 

 

http://www.cir-safety.org/


Keratin and Keratin-Derived ingredients 

 

The Panel issued a final report with the conclusion that the following 8 keratin-derived ingredients are safe in cosmetics in the present practices of use and 

concentration as described in this safety assessment.  

 
Hydrolyzed Keratin  

Hydrolyzed Hair Keratin  

Hydrolyzed Oxidized Keratin*  
Hydrolyzed Sulfonated Keratin*  

Keratin  

Oxidized Keratin*  

Soluble Keratin  
Sulfonated Keratin*  

 

*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.  

 

Since these ingredients come from natural sources, pesticide residues and heavy metals may be present in keratin source materials. The Panel emphasized 
that the cosmetics industry should continue to use Good Manufacturing Practices (GMPs) to limit these impurities in the ingredients before blending into 

cosmetic formulations.  

 
The Panel was also concerned about the inherent risks of using animal- and human-derived ingredients in cosmetic products, namely the potential for 

transmission of infectious agents. The Panel emphasized that suppliers and users must assure that these ingredients are free from pathogenic viruses or 

detectible infectious pathogens (e.g. Bovine Spongiform Encephalopathy (BSE), Human Immunodeficiency Virus (HIV), and Creutzfeld-Jacob disease 

(CJD)).  

 

Sodium Sulfate 

 

The Panel issued a final amended report with the conclusion that Sodium Sulfate is safe as used in cosmetics when formulated to be non-irritating.   

In a previous review of this ingredient (published in 2000), the Panel determined that Sodium Sulfate was safe for use in rinse-off formulations, and safe at 

concentrations up to 1% in leave-on formulations.  In that assessment, Sodium Sulfate was reported to be used in 28 cosmetic formulations; limited data 
indicated that the highest reported maximum use concentration was 0.5% in a leave-on facial lotion and facial toner.   Based on data received in 2016, 

Sodium Sulfate is reported to be used in 777 cosmetic formulations and the highest maximum use concentration is 2.0% in a leave-on cosmetic product.   

 

 

Tentative Safety Assessments  

 
Tentative and revised tentative safety assessments will be posted on the CIR website at www.cir-safety.org on or before June 17, 2016.  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 5, 2016 or as soon as possible.  The 
updated reports may be scheduled for review by the CIR Expert Panel at its September 26-27, 2016 meeting.   

 

Acid Violet 43 

 

The Panel issued a Tentative Amended Report for public comment with the conclusion that Acid Violet 43 is safe in the present practices of use and 

concentration for use in hair dye formulations.  This conclusion supersedes the conclusion published in 2001.   
 

In the original report published in 2001, safety test data on the certified color Ext. D&C Violet No. 2 were used to determine the safety of Acid Violet 43, 

because there were no data available for Acid Violet 43.  Ext. D&C Violet No. 2 and Acid Violet 43 have the same chemical structure.  However, there are 
specifications for impurities that apply only to the certified color.  These specifications were included in the original conclusion for Acid Violet 43.  

Specifically, the Panel determined that “Acid Violet 43 is safe for use in hair dye formulations when free of impurities, except for the following:  ≤18% 

volatile matter (at 135°C) and chlorides and sulfates (calculated as sodium salts); ≤0.4% water-insoluble matter; ≤0.2% 1-hydroxy-9,10-anthracenedione; 
≤0.2% 1,4-dihydroxy-9,10-anthracenedione; ≤0.1% p-toluidine; ≤0.2% p-toluidine sulfonic acids, sodium salts; ≤1% subsidiary colors; ≤20 ppm lead (as 

Pb); ≤3 ppm arsenic (as As); ≤1 ppm mercury as (Hg); and ≥80% total color.” 

 
In 2013, the European Commission Scientific Committee on Consumer Safety issued an opinion on Acid Violet 43 that included test data on both Acid 

Violet 43 and Ext. D&C Violet No. 2.  Subsequently, the Panel determined that the new information could be used to assess the safety of Acid Violet 43 

and re-opened the report to remove the impurity specifications from the conclusion. 

 

Alkoxyl Alkyl Silanes 

 

The CIR Panel issued a tentative report with the conclusion that the following alkoxyl alkyl silanes are safe as used: 

 

Bis-Stearoxydimethylsilane 

Stearoxytrimethylsilane 

Triethoxycaprylylsilane 

Trimethoxycaprylylsilane 

 

The ingredients in this report are structurally-related silanes bearing both simple alkyl and simple alkoxyl groups.  The functions of these ingredients 

include:  binder, skin-conditioning agent – miscellaneous, skin-conditioning agent – emollient, and surface modifier. 

http://www.cir-safety.org/


The Panel noted toxicity in dermal, oral, inhalation, and developmental and reproductive toxicity studies of acute to short-term exposures to test 

concentrations much greater than the reported concentrations of use in cosmetics.  Studies performed using concentrations similar to those used in 
cosmetics indicated that these ingredients are not damaging to the skin or otherwise toxic.  Genotoxicity tests were negative in both in vitro and in vivo 

studies, and a sensitization study for an ingredient in this group was reported to be negative.   

 
These ingredients are reported to be used in up to 417 formulations, including 413 leave-on formulations and 4 rinse-off formulations.  The highest 

reported maximum concentration of use 2.6% in suntan products.   

 

Citrus Flower- and Leaf-Derived Ingredients 

 

The Panel issued a tentative report for public comment with the conclusion that the data on the following 32 ingredients are insufficient to determine safety: 
 

Citrus Aurantifolia (Lime) Flower Extract 

Citrus Aurantifolia (Lime) Leaf Oil* 
Citrus Aurantium Amara (Bitter Orange) Flower Extract 

Citrus Aurantium Amara (Bitter Orange) Flower Oil 

Citrus Aurantium Amara (Bitter Orange) Flower Water 
Citrus Aurantium Amara (Bitter Orange) Flower Wax 

Citrus Aurantium Bergamia (Bergamot) Leaf Cell Extract* 

Citrus Aurantium Bergamia (Bergamot) Leaf Extract 

Citrus Aurantium Bergamia (Bergamot) Leaf Oil 

Citrus Aurantium Dulcis (Orange) Flower Extract 

Citrus Aurantium Dulcis (Orange) Flower Oil 
Citrus Aurantium Dulcis (Orange) Flower Wax 

Citrus Aurantium Dulcis (Orange) Flower 

Citrus Aurantium Dulcis (Orange) Leaf Extract 
Citrus Clementina Leaf Cell Extract* 

Citrus Depressa Flower Water* 

Citrus Grandis (Grapefruit) Leaf Extract* 

Citrus Hystrix Leaf Extract* 
Citrus Junos Flower Oil* 

Citrus Limon (Lemon) Flower Water* 

Citrus Limon (Lemon) Leaf Extract* 
Citrus Limon (Lemon) Leaf Cell Extract* 

Citrus Natsudaidai Flower Water* 

Citrus Natsudaidai Flower Oil* 

Citrus Reticulata (Tangerine) Leaf Oil 

Citrus Reticulata (Tangerine) Leaf Water* 

Citrus Sinensis (Orange) Flower Water 
Citrus Tamurana Flower Extract* 

Citrus Unshiu Flower Extract* 

Citrus Unshiu Flower Powder* 
Citrus Unshiu Flower Water* 

Citrus Unshiu Leaf Extract*
 

*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 data needed to evaluate the safety of these ingredients are: 

 

 Clarification of the generally recognized as safe (GRAS) food status of these ingredients and/or verification of accepted food use 

o Genotoxicity data if these ingredients are not GRAS foods or recognized as being an accepted food 

 Concentration of use data for Citrus Aurantium Amara (Bitter Orange) Flower Wax and Citrus Hystrix Leaf Oil 

 Composition and impurities data for Citrus Aurantium Dulcis (Orange) Flower Extract.  
 

Multiple botanical ingredients, in one formulation, may each contribute to the final concentration of a single constituent. When formulating products 

containing Citrus flower- and leaf-derived ingredients, manufacturers should avoid reaching levels of plant constituents that may cause sensitization or 
other adverse effects.  Constituents of concern that may cause sensitization include hydroperoxides of limonene, and hydroperoxides of linalool, which 

have been restricted to 20 mmol/L by standards of the International Fragrance Association (IFRA). 

 

Citrus Peel-Derived Ingredients 

 

The Panel issued a tentative report for public comment with the conclusion that the data on the following 47 Citrus peel-derived ingredients are safe for use 
cosmetic products when formulated to be non-sensitizing and non-irritating, provided that leave-on products do not contain more than 0.0015% (15 ppm) 

5-methoxypsoralen (5-MOP). 

 
Citrus Aurantifolia (Lime) Peel*  

Citrus Aurantifolia (Lime) Peel Extract  

Citrus Aurantifolia (Lime) Peel Powder  
Citrus Aurantifolia (Lime) Peel Water*  

Citrus Aurantium Amara (Bitter Orange) Peel  

Citrus Aurantium Amara (Bitter Orange) Peel Extract  
Citrus Aurantium Amara (Bitter Orange) Peel Powder  

Citrus Aurantium Bergamia (Bergamot) Peel Water  

Citrus Aurantium Dulcis (Orange) Peel Extract  
Citrus Aurantium Dulcis (Orange) Peel Powder  

Citrus Aurantium Dulcis (Orange) Peel Wax  

Citrus Aurantium Sinensis Peel Extract*  
Citrus Aurantium Tachibana Peel Extract  

Citrus Depressa Peel Extract  

Citrus Depressa Peel Powder*  
Citrus Grandis (Grapefruit) Peel*  

Citrus Grandis (Grapefruit) Peel Extract  

Citrus Grandis (Grapefruit) Peel Powder*  
Citrus Hassaku/Natsudaidai Peel Powder*  

Citrus Iyo Peel Extract*  

Citrus Iyo Peel Water*  

Citrus Jabara Peel Extract 

Citrus Jabara Peel Powder*  
Citrus Jabara Peel Water*  

Citrus Junos Peel Extract  

Citrus Junos Peel Powder  
Citrus Junos Peel Water*  

Citrus Limon (Lemon) Peel  

Citrus Limon (Lemon) Peel Extract  
Citrus Limon (Lemon) Peel Powder  

Citrus Limon (Lemon) Peel Water*  

Citrus Limon (Lemon) Peel Wax  
Citrus Natsudaidai Peel Extract*  

Citrus Nobilis (Mandarin Orange) Peel Extract  

Citrus Nobilis (Mandarin Orange) Peel Powder*  
Citrus Paradisi (Grapefruit) Peel Extract  

Citrus Reticulata (Tangerine) Peel Extract  

Citrus Reticulata (Tangerine) Peel Powder*  
Citrus Shunkokan Peel Extract*  

Citrus Sunki Peel Extract*  



Citrus Tachibana/Reticulata Peel Powder*  

Citrus Tangelo Peel Powder*  
Citrus Tangerina (Tangerine) Peel*  

Citrus Tangerina (Tangerine) Peel Extract  

Citrus Unshiu Peel Extract  

Citrus Unshiu Peel Powder  
Citrus Unshiu Peel 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 available dermal irritation and sensitization data supported the safety of these Citrus peel-derived ingredients.  However, these ingredients have the potential 

to cause phototoxicity. The Panel determined that the standard of the Research Institute for Fragrance Materials (RIFM) for 5-MOP that may be present in these 

ingredients is adequate to prevent 5-MOP-induced phototoxicity.  
 

Multiple botanical ingredients, in one formulation, may each contribute to the final concentration of a single constituent. When formulating products containing 

Citrus peel-derived ingredients, manufacturers should avoid reaching levels of plant constituents that may cause sensitization or other adverse effects. 

 

Citrus Plant- and Seed-Derived Ingredients 

 
The Panel issued a tentative report for public comment with the conclusion that the data on the following 32 ingredients are insufficient to determine safety: 

 

Citrus Aurantifolia (Lime) Oil 

Citrus Aurantium (Bitter Orange) Oil 

Citrus Aurantium Amara (Bitter Orange) Leaf/Twig Extract* 

Citrus Aurantium Amara (Bitter Orange) Leaf/Twig Oil 
Citrus Aurantium Dulcis (Orange) Flower/Leaf/Stem   Powder* 

Citrus Aurantium Dulcis (Orange) Oil 

Citrus Aurantium Dulcis (Orange) Seed Extract 
Citrus Aurantium Sinensis Powder 

Citrus Australasica Seed Oil* 
Citrus Depressa Seed Oil* 

Citrus Glauca Seed Oil* 

Citrus Grandis (Grapefruit)* 
Citrus Grandis (Grapefruit) Extract 

Citrus Grandis Peel/Seed Extract* 

Citrus Grandis (Grapefruit) Seed Extract 
Citrus Iyo Oil* 

Citrus Jabara Pericarp Extract* 

Citrus Junos Extract 

Citrus Junos Seed Extract 

Citrus Junos Seed Oil 
Citrus Limon (Lemon) Flower/Leaf/Stem Extract  

Citrus Limon (Lemon) Flower/Leaf/Stem Oil* 

Citrus Limon (Lemon) Leaf/Peel/Stem Oil*  
Citrus Nobilis (Mandarin Orange) 

Citrus Nobilis (Mandarin Orange) Oil 
Citrus Nobilis (Mandarin Orange) Water* 

Citrus Paradisi (Grapefruit) Seed Extract  

Citrus Sunki Seed Extract* 
Citrus Sunki Seed Oil* 

Citrus Reticulata (Tangerine) Extract 

Citrus Unshiu Extract*  
Citrus Unshiu Pericarp Extract*

 

*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 data needed to evaluate the safety of these ingredients are: 
 

 Method of manufacturing for all of these ingredients, except the seed extracts  

 Chemical composition and impurities  for all of these ingredients, except the seed oils and seed extracts 

 Irritation and sensitization data, especially from human repeated insult patch tests (HRIPT) on Citrus Aurantium Amara (Bitter Orange) Leaf/Twig Oil 
and Citrus Grandis (Grapefruit) Seed Extract at maximum use concentrations or greater  

 If the composition data for these Citrus plant- and seed-derived ingredients are substantially different from that of the Citrus peel-, flower-, and leaf-

derived ingredients, then studies of systemic endpoints such as a 28-day dermal toxicity, reproductive and developmental toxicity, and genotoxicity are 
needed, as well as UV absorption spectra  

 
The ingredient Citrus Tangerina (Tangerine) Extract has been removed from this report and administratively added to the Citrus Fruit-Derived Ingredients report 

because it is the same ingredient as Citrus Reticulata (Tangerine) Fruit Extract (an ingredient which is already recited in that report). 

 

 

Dialkyl Carbonates 

 

The Panel issued a tentative report for public comment with a conclusion that the following 6 ingredients are safe in the present practices of use and 

concentration in cosmetics when formulated to be non-irritating. 

 
Dicaprylyl Carbonate 

Bis-Propylheptyl Carbonate* 

C14-15 Dialkyl Carbonate 

Diethylhexyl Carbonate 

Dimethyl Carbonate* 

Dipropyl Carbonate* 
 

*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 alkyl diesters of carbonic acid mainly function as skin conditioning agents in cosmetic products, except dimethyl carbonate, which functions as a fragrance 

ingredient, propellant, or solvent.  Dicaprylyl Carbonate has the highest frequency of use (384 formulations) and it has the highest maximum concentration of 
use, 34.5% in leave-on products. 

 



The Panel considered the in vitro toxicokinetics data demonstrating the hydrolysis of Diethylhexyl Carbonate, and agreed that toxicology data on 2-ethylhexanol 

(a hydrolysis product of Diethylhexyl Carbonate) support the safety assessment of Diethylhexyl Carbonate.  A study reported positive embryotoxicity and 
teratogenicity in test animals exposed to test materials containing 2-ethylhexanol at the highest dosages but not at the lower dosage tested.  The Panel agreed that 

the exposures tested are much greater than can reasonably be expected from the use of dialkyl carbonate ingredients in cosmetic products.  However, the Panel 

noted that additional data on the dermal penetration and the rate and extent of the hydrolysis of diethylhexyl carbonate that can be expected in the skin would 
strengthen the safety assessment of these ingredients.  The Panel also noted that Dicaprylyl Carbonate was negative in a chromosomal aberration test, which 

indicated the absence of excess DNA methylation.  

 
The Panel expressed concern about the irritation potential of dialkyl carbonates.  Although some studies of this ingredient reported slight to well-defined 

irritation in animals, a study using a 31% test solution of Dicaprylyl Carbonate had very low cutaneous irritation potential.   

 

PEG Propylene Glycol Esters  

 

The Panel issued a tentative amended report for public comment with the conclusion that the following 7 ingredients are safe as used in cosmetics in the present 
practices of use and concentrations:   

 

PEG-25 Propylene Glycol Stearate 
PEG-75 Propylene Glycol Stearate* 

PEG-120 Propylene Glycol Stearate* 

PEG-10 Propylene Glycol* 

PEG-8 Propylene Glycol Cocoate 
PEG-55 Propylene Glycol Oleate 

PEG-6 Propylene Glycol Caprylate/Caprate* 

 

*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 opened this safety assessment for re-review because of the substantial increase in the number of reported uses of PEG-25 Propylene Glycol Oleate 

since the original safety assessment was published in 2001.  There were no reported uses for this ingredient in the 2001 safety assessment.  However, according 
to data submitted in 2016, PEG-25 Propylene Glycol Oleate is reported to now have the greatest number of uses (i.e., in 149 formulations).  The frequency of use 

of the other ingredients has decreased or remained at zero.  The highest maximum concentration of use has decreased from 10% to 2%.  The Panel reiterated that 
the caveat that ingredients containing PEGs should not be used on damaged skin is removed because that restriction is no longer warranted.  

 

These ingredients are reported to function as surfactant – cleansing agents, surfactant - emollients, surfactant – solubilizing agents, and skin-conditioning agents 
– humectants, and solvents. 

 

In the original safety assessment, the Panel relied on data from other CIR reports on related ingredients and moieties and component parts of these ingredients to 
inform the safety assessment.  While this approach is still appropriate, the Panel requests additional data on the dermal penetration and/or dermal toxicity of 

PEG-10 Propylene Glycol. 

 

Saccharide Esters 

 

The Panel issued a tentative report for public comment with the conclusion that the following 40 saccharide esters are safe as used in cosmetics in the present 
practices of use and concentrations: 

 

Glucose Pentaacetate* 
Maltitol Laurate 

Raffinose Isostearate* 

Raffinose Myristate* 
Raffinose Oleate* 

Sucrose Acetate Isobutyrate 

Sucrose Acetate/ Stearate 
Sucrose Benzoate 

Sucrose Cocoate 

Sucrose Dilaurate 
Sucrose Dipalmitate 

Sucrose Distearate 

Sucrose Hexaerucate* 
Sucrose Hexaoleate/ Hexapalmitate/Hexastearate 

Sucrose Hexapalmitate* 

Sucrose Laurate 
Sucrose Myristate 

Sucrose Octaacetate* 

Sucrose Oleate* 

Sucrose Palmitate 

Sucrose Palmitate/Stearate or Sucrose Stearate-Palmitate Ester 
Sucrose Pentaerucate* 

Sucrose Pentahydroxystearate 

Sucrose Polybehenate 
Sucrose Polycottonseedate 

Sucrose Polylaurate 

Sucrose Polylinoleate* 
Sucrose Polyoleate 

Sucrose Polysoyate 

Sucrose Polystearate 
Sucrose Stearate 

Sucrose Tetrahydroxystearate* 

Sucrose Tetraisostearate 
Sucrose Tetrastearate Triacetate 

Sucrose Tribehenate* 

Sucrose Trilaurate 
Sucrose Tristearate 

Trehalose Isostearate Esters 

Trehalose Undecylenoate 

Xylityl Sesquicaprylate* 

 

*Not reported to be in current use.  Were the ingredients in this group not currently in 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 removed Sucrose Disinapate from the above list because it is structurally dissimilar and read-across methodology would not be applicable.   
 

Saccharide esters are structurally-related carboxylic acid esters of simple saccharides.  In cosmetics, saccharide esters function as emollients, emulsion 

stabilizers, and plasticizers.  These ingredients are reported to be used in a total of 970 cosmetic formulations; Sucrose Acetate Isobutyrate has the highest 
reported use (274 uses).  The highest maximum use concentration is reported to be in a leave-on cosmetic product (i.e., Sucrose Polycottonseedate at 87.7% 

in lipstick).   

 
 

 

 



Simple Carbonate Salts 

 

The Panel issued a tentative report for public comment with the conclusion that the following 6 ingredients are safe in the present practices of use and 

concentration in cosmetics when formulated to be non-irritating: 

 
Magnesium Carbonate 

Ammonium Bicarbonate 

Ammonium Carbonate 

Calcium Carbonate 

Potassium Bicarbonate* 

Potassium Carbonate  
 

*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. 
 

The simple carbonate salts are reported to function as absorbents, bulking agents, opacifying agents, pH adjusters, buffering agents, abrasives, and oral care 

agents.  Magnesium Carbonate has the highest reported frequency of use, 317 cosmetic formulations, and Ammonium Bicarbonate has the highest 
maximum concentration of use, 93.4% in rinse-off products.   

 

The Panel expressed concern about the potential for skin and ocular irritation from exposures to simple carbonate salts.  For example, animal studies 
reported that Potassium Carbonate and sodium carbonate monohydrate (a closely related chemical that is not a cosmetic ingredient) were skin and ocular 

irritants, respectively.  Thus, the Panel determined that cosmetic products containing simple carbonate salts should be formulated to be non-irritating. 

 

The Panel noted studies that reported renal toxicity and neoplastic lesions of the urinary bladder in animals fed Potassium Bicarbonate.  However, the Panel 

concluded that the effects reported in these studies are attributable to irritation resulting from the formation of crystalline precipitates of the ingredient in 

the urine after repeated daily exposure to high dietary concentrations of Potassium Bicarbonate over an extended period.  The Panel agreed that the dietary 
exposures tested in these studies do not reflect the much lower exposures that can reasonably be expected from the use of simple carbonate salts in 

cosmetic products.   

 
Lastly, the Panel questioned the ingredient Ammonium Carbonate which was defined as a mixture of two chemical components, ammonium bicarbonate 

and ammonium carbamate.  They asked for confirmation that the identified safety test data for Ammonium Carbonate accurately reflect this mixture, as 
supplied, and that any available pertinent toxicity data on ammonium carbamate be added to the report.  Industry was asked to verify that the CAS numbers 

listed in the International Cosmetic Ingredient Dictionary monograph for Ammonium Carbonate correctly identify the ingredient that is being used in 

cosmetic products. 

 

 

Re-Reviews – reopened 

 
Persulfates 

 

The Expert Panel agreed to reopen the original report (published in 2001) on the following 3 persulfates:    

 
Ammonium Persulfate 

Potassium Persulfate 

Sodium Persulfate 
 

In the original report on Ammonium Persulfate, Potasssium Persulfate, and Sodium Persulfate, the Panel concluded that these ingredients are safe as used 

as oxidizing agents in hair colorants and lighteners designed for brief discontinuous use followed by thorough rinsing from the hair and skin.  
 

Information in the previous report indicated that these inorganic salts were being used as oxidizing agents in hair coloring and hair bleaching products, and 

that Ammonium Persulfate was also being used in a skin care preparation. While the 2016 data confirms previously reported uses, the data also reports uses 
in additional leave-on product categories. (e.g., eye makeup preparations, tonics, dressings, and other hair grooming aids) and in dentifrices (rinse-off). The 

frequency of use has increased slightly for one ingredient (Ammonium Persulfate) and almost doubled for the other two ingredients. Maximum use 

concentrations have significantly decreased for Sodium Persulfate (60% to 33.4%) and increased for Potassium Persulfate (60% to 72.5%) and Ammonium 
Persulfate (60% to 44.1%).   

 

The Panel recommended clarifying language in the current report discussion to emphasize that the original conclusion relating to brief and discontinuous 
use followed by thorough rinsing from the hair and skin should also relate specifically to the exposure of products containing these ingredients to 

hairdressers and their clients.  The Panel also asked for clarification from FDA and the industry on whether these ingredients are used in leave-on cosmetic 

products. 

 

Insufficient Data Announcement 

 
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 5, 2016.  These reports will be scheduled for review by the CIR Expert Panel at its September 26-27, 2016 

meeting. 

 
 



Butyl Polyoxyalkylene Ethers 

 
The Panel reopened the safety assessment on the following butyl polyoxyalkylene ethers and issued an insufficient data announcement for PPG-40 Butyl 
Ether:  

 

PPG-2-Buteth-1 
PPG-2-Buteth-2 

PPG-2-Buteth-3 

PPG-3-Buteth-5  
PPG-4-Buteth-4 

PPG-5-Buteth-5 

PPG-5-Buteth-7 
PPG-7-Buteth-4 

PPG-7-Buteth-10 

PPG-9-Buteth-12 
PPG-10-Buteth-9 

PPG-12-Buteth-12 

PPG-12-Buteth-16 
PPG-15-Buteth-20 

PPG-17-Buteth-17 

PPG-19-Buteth-19 
PPG-20-Buteth-30 

PPG-24-Buteth-27 

PPG-26-Buteth-26 
PPG-28-Buteth-35 

PPG-30-Buteth-30 
PPG-33-Buteth-45 

PPG-36-Buteth-36 

PPG-38-Buteth-37 
PPG-2 Butyl Ether 

PPG-3 Butyl Ether 

PPG-4 Butyl Ether 
PPG-5 Butyl Ether 

PPG-9 Butyl Ether 

PPG-12 Butyl Ether 
PPG-14 Butyl Ether 

PPG-15 Butyl Ether 

PPG-16 Butyl Ether 
PPG-17 Butyl Ether 

PPG-18 Butyl Ether 

PPG-20 Butyl Ether 
PPG-22 Butyl Ether 

PPG-24 Butyl Ether 

PPG-26 Butyl Ether 
PPG-30 Butyl Ether 

PPG-33 Butyl Ether 

PPG-40 Butyl Ether 
PPG-52 Butyl Ether 

PPG-53 Butyl Ether 
Propylene Glycol Butyl Ether 

Buteth-3 

 
The PPG-2, -4, -5, -9, -12, -14, -15, -16, -17, -18, -20, -22, -24, -26, -30, -33, -40, -52, and -53 Butyl Ethers were previously reviewed (published in 2001) 

and found to be safe when formulated to avoid irritation.  PPG-12-Buteth-16, PPG-9-Buteth-12, PPG-26-Buteth-26, and PPG-28-Buteth-35, were 

previously reviewed (published in 2000) and found to be safe as used in cosmetic products.  The Panel agreed to combine these 23 previously reviewed 
butyl ethers with 23 butyl polyoxyalkylene ethers that have not yet been reviewed into one safety assessment for re-review.  Summaries of data from the 

previous reports and newly-included information were reviewed. The Panel noted that PPG-40 Butyl Ether is used at concentrations up to 60.5% in leave-

on products, but sensitization test data at this concentration was not available.   
 

Sensitization data on PPG-40 Butyl Ether at the maximum concentration for leave-on use (i.e., 60.5%) are needed to evaluate the safety of this ingredient. 

  

Butyrospermum parkii (Shea)-Derived Ingredients 

 

 The Panel issued an insufficient data announcement for the following 12 ingredients:
 

Butyrospermum Parkii (Shea) Butter 

Buyrospemum Parkii (Shea) Oil 
Butyrospermum Parkii (Shea) Butter Extract  

Butyrospermum Parkii (Shea) Butter Unsaponifiables  

Butyrospermum Parkii (Shea) Nut Extract  
Butyrospermum Parkii (Shea) Nut Shell Powder  

Butyrospermum Parkii (Shea) Seedcake Extract  

Hydrogenated Shea Butter  
Hydrogenated Shea Oil  

Hydrolyzed Shea Seedcake Extract  

Shea Butter Glyceride 
Shea Butter Glycerides 

 

The additional data needed to evaluate the safety of these ingredients are: 
 

 Method of manufacturing for Butyrospermum Parkii (Shea) Nut Extract, Butyrospermum Nut Shell Powder, Butyrospermum Parkii (Shea) Seedcake 
Extract, and Hydrolyzed Shea Seedcake Extract 

 Additional information on method of manufacturing, composition and impurities data, and sensitization data on Butyrospermum Parkii (Shea) Butter 

Unsaponifiables. 

 Composition and impurities data on the above listed nut and seedcake ingredients 

 Sensitization data on the above listed nut and seedcake ingredients 

 

 

139
th

 Meeting Notes 

 
Director’s Report 
 

Dr. Gill thanked Drs. Chihae Yang and Jim Rathman for attending the Panel meeting in order to answer questions during the presentation by CIR’s 
Toxicologist, Dr. Ivan Boyer, on the CIR Chemistry and Toxicology Database (CAT DB).  Drs. Yang and Rathman have been instrumental in the 

development of this initial database which brings together a considerable amount of information on chemical structures and toxicological study data for 

future use at CIR.  In response to a number of questions about the source of information in the CAT DB and the basis of the predictive models of the CAT 
DB, Dr. Gill offered to schedule an additional presentation to provide supplemental information. 



 

During the opening session, Dr. Bergfeld commented on the submission of data from a direct peptide reactivity assay to assess skin sensitization potential.  
While the Panel thought that the inclusion of the in vitro data from this assay was appropriate to support the safety assessment of cosmetic ingredients, they 

expressed the need to learn more about the method from outside experts.  Dr. Gill stated that CIR will contact the recommended experts to schedule 

briefings for the Panel. 
 

Lastly, Dr. Gill announced that there will be an official celebration of the 40th Anniversary of CIR at the 140th Panel meeting in September.  

 

Demonstration of the CIR Chemistry & Toxicology Database (CAT DB) 
 

Dr. Ivan Boyer, Senior Staff Toxicologist at CIR, presented the CIR Chemistry and Toxicology Database (CAT DB) to the Expert Panel.  The purpose of 
the CAT DB project includes developing a source of reliable data and evaluating computational methods that can be used to inform read-across 

assessments.  Dr. Boyer demonstrated the “ground-floor” version of the CAT DB, which was developed for CIR in 2015 by Drs. Chihae Yang and James 

Rathman and their colleagues at Altamira, LLC, and Molecular Networks, GmbH.  The ground-floor version includes links to CIR safety assessment 
reports and a knowledgebase (ChemTunes Studio) that enables predicting certain toxicities of ingredients with defined chemical structures.   

 

Dr. Boyer set the stage for the demonstration by discussing a framework for identifying and categorizing analogs for read-across assessments, which Dr. 
Karen Blackburn presented to the Panel at the CIR Structure Activity Relationship (SAR) Workshop in 2012.  The CIR Panel recommended incorporating 

quantitative methods to support key decision points of the framework, such as calculating similarity scores to gauge the similarity of the chemical 

structures of candidate analogs to that of an ingredient to be assessed for safety.  CIR staff will continue to work with Drs. Yang and Rathman to update the 

CAT DB in the second half of 2016.  Additional activities will include updated content and access to additional work flows for evaluation, including a 

prototype read-across workflow.  The ongoing effort to enhance the CAT DB will include more detailed presentations at future Panel meetings to gain 

comprehensive input from the Panel.   

 

 

Draft 2017 Ingredient Review Priorities 

 
The following 2017 Priority list was approved by the CIR Expert Panel.  There are 25 ingredient/ingredient groups on the list. However, it is likely that not 

all of those listed will be chosen for work in 2017.     
 

 

Ingredient           Number of formulations containing ingredient 
 

Benzyl Salicylate         2617  

Ammonium Hydroxide      1347 
Ammonia                                             599  

Caffeine                                                                    927  

Sodium Methyparaben                                     436  
Hydroxyethyl Urea       430 

Hydrogen Peroxide       409        

Glycine Max (Soybean) Seed Extract       387 
Polymethylsilsesquioxane          376  

PTFE                                                                       373  

Triphenyl Phosphate         353  
Sodium Phyate                                   330  

Hamamelis Virginiana (Withch Hazel) Water              328  

Eucalyptus Glubulus (Eucalyptus) Leaf Oil                319 
Cocamidopropyl Hydroxysultaine                    313  

Polyurethane-11                                               300 

Zinc Gluconate                                         287  
Euterpe Oleracea Fruit Extract                           282  

Scutellaria Baicalensis (Chinese Skullcap) Root Extract    280  
Lauramide MIPA                         274  

Carica Papaya (Papaya) Fruit Extract                273  

Acrylates/Octylacrylamide Copolymer     270  
Triticum Vulgare (Wheat) Germ Extract                   270  

Vanilla Planifolia Fruit Extract                       268 

Polyaminopropyl Biguanide        132  
Lead Acetate       5 

 
The 2017 CIR priorities are based on those ingredients that are listed in the 2016 VCRP data, have not been reviewed by CIR and have the greatest number 

of uses, as well as by adding ingredients specifically requested by stakeholders.  Some ingredients are excluded from review by the CIR, in accordance 

with CIR Procedures.  The list above identifies the lead ingredients.  Families of ingredients may be developed from the list of lead ingredients to be 
reviewed by the CIR Expert Panel (proposed ingredient families are posted on the CIR website).  Interested parties are encouraged to submit pertinent data 

to the CIR for use in the development of the Scientific Literature Review for these ingredients.  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; 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 for 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  
 

Alkane Diols 
Etidronic Acid and Its Simple Salts 

Humulus lupulus (Hops)-Derived Ingredients 

Hydrofluorocarbon 152A 
 

 

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 26-27, 2016.  

 

 These literature reviews are currently under development and may be announced during the second half of 2016. 

 

Alkoxylated Fatty Amides  
Brown Algae ingredients 

Ethers of Ascorbate 

Ethers, ester, & salts Panthenol and Pantothenic Acid 
Fatty Acids and Soaps (Linoleic Acid, etc.) 

Ginkgo biloba-Derived Ingredients 

Hydroxy-3,4-Methylenedioxyaniline  
Melaleuca alternifolia (Tea Tree)-Derived Ingredients 

Milk-Derived Proteins & Peptides 

Monoalkylglycol Dialkyl Acid Esters 
Plant-Derived Proteins & Peptides 

Skin-Derived Proteins & Peptides 

 

 
 

 

Next CIR Expert Panel Meeting 

  
Monday and Tuesday, September 26-27, 2016, at The Melrose Georgetown Hotel, Washington, DC 20037 --- Please contact Carla Jackson 

(jacksonc@cir-safety.org) before the meeting if you plan to attend.  

 

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

