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● Final Safety Assessments  

• Eucalyptus globulus – 6 ingredients – Safe with qualifications 
• Triphenyl Phosphate – 1 ingredient – Safe as used  

 
● Tentative Safety Assessments 

• Polyfluorinated Polymers – 12 ingredients – Split conclusion (2 safe; 10 insufficient)  
• Ginkgo biloba – 10 ingredients – Split conclusion (5 safe with qualifications; 5 insufficient) 
• Hydrogen Peroxide – 1 ingredient – Safe as used 
• Polyol Phosphates – 10 ingredients – Split conclusion (4 safe; 6 insufficient) 
• Salicylates – 19 ingredients – Safe with qualifications 
• Dialkyl Dimer Dilinoleates – 8 ingredients – Safe as used 

 
● Re-Review Actions 

• Aluminum Starch Octenylsuccinate – 1 ingredient – Not re-opened 
• Silicates – 42 ingredients – Re-opened and ingredients added 

 
● Insufficient Data Announcements 

• Organo-Titanium Ingredients – 5 ingredients 
• Vinylpyrrolidone Polymers – 30 ingredients 

 
● Tabled Safety Assessment 

• Polyaminopropyl Biguanide – 1 ingredient 
 
● 147th Meeting Notes 

• Director’s Report 
• Other Items 

o Final 2019 Priorities 
o Hair Dye Epidemiology Resource Document 

• Scientific Literature Reviews under development 
• Next Expert Panel Meeting – Monday and Tuesday, September 24-25, 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  Unpublished data cited as references in CIR safety assessments are available 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.  

Eucalyptus globulus (Eucalyptus)-Derived Ingredients 
 
The Panel issued a final report for the following 6 Eucalyptus globulus-derived ingredients with the conclusion that these ingredients are safe in cosmetics in the 
present practices of use and concentration described in the safety assessment when formulated to be non-sensitizing. 

 
Eucalyptus Globulus Leaf 
Eucalyptus Globulus Leaf Extract 

Eucalyptus Globulus Leaf Oil 
Eucalyptus Globulus Leaf Powder 

Eucalyptus Globulus Leaf/Twig Oil* 
Eucalyptus Globulus Leaf Water 

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

 
The Panel examined the data on oral, dermal and inhalation toxicity, ocular and dermal irritation, sensitization, developmental and reproductive toxicity, 
genotoxicity, and phototoxicity.  The Panel also considered toxicity data on eucalyptol, a high concentration constituent of Eucalyptus Globulus Leaf Oil and 
Eucalyptus Globulus Leaf/Twig Oil. The Panel noted the lack of toxicity and the lack of irritation and sensitization at relevant concentrations of use of these 
ingredients.  The genotoxicity studies and the carcinogenicity study (on eucalyptol) did not give cause for concern. 
 
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. 
 
Triphenyl Phosphate 
 
The Panel issued a final report with the conclusion that Triphenyl Phosphate is safe in cosmetics in the present practices of use and concentration described in the 
safety assessment.   
 
The Panel found that the systemic toxicity data, including developmental and reproductive toxicity and short-term toxicity studies, and dermal irritation and 
sensitization data in this report were sufficient.  The Panel noted the lack of carcinogenicity data, but this gap was mitigated by multiple genotoxicity studies that 
were negative.  This ingredient is only used in nail products, and the maximum reported use concentration is 14.5%.  The Panel also noted that it is not in their 
purview to perform occupational safety assessments. 
 
The Panel noted that zebra fish studies on Triphenyl Phosphate demonstrated some hormone effects in fish, but did not indicate that cosmetic use would result in 
endocrine disruption.  For further explanation of what qualifies as endocrine activity or disruption, please refer to the CIR resource document: https://www.cir-
safety.org/supplementaldoc/cir-precedents-endocrine-activity. 

Tentative Safety Assessments  
 
Tentative safety assessments will be posted on the CIR website at www.cir-safety.org on or before June 15th, 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 September 24-25, 2018 meeting.   

 
Polyfluorinated Polymers 
 
The Panel issued a tentative report for public comment with the conclusions that 1) PTFE and Hexafluoropropylene/Tetrafluoroethylene Copolymer are safe in 
cosmetics in the present practices of use and concentration described in the safety assessment, and 2) the data are insufficient to determine the safety of the 
following ten ingredients: 

 
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 and impurities data 
• Skin sensitization data at the highest maximum use concentration  

 
The need for skin sensitization data at the highest maximum use concentration of PTFE (13%) was included in the insufficient data announcement (IDA) on this 
entire group of ingredients that was issued at the March 2018 Panel meeting.  However, negative HRIPT data on PTFE at a concentration of 9% were received, 
and the Panel agreed that these data at a lower concentration of PTFE are sufficient for determining that Hexafluoropropylene/Tetrafluoroethylene Copolymer 
and PTFE would not be skin sensitizers at cosmetic use concentrations up to 13%. 
 

http://www.cir-safety.org/
https://www.cir-safety.org/supplementaldoc/cir-precedents-endocrine-activity
https://www.cir-safety.org/supplementaldoc/cir-precedents-endocrine-activity
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Method of manufacture and impurities data on PTFE were also received in response to the IDA.  These data indicate 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’s 70 ppt limit on PFOA and PFOS combined in 
drinking water and the developmental toxicity/carcinogenicity that is associated with these impurities, the Panel 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 needs to be 
calculated and included in this safety assessment.    
 
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 Personal Care Products Council (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. 
 
Ginkgo biloba-Derived Ingredients 
 
The Panel issued a revised tentative report for public comment 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 

 
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 previous safety test data, methods of manufacturing, and composition and impurities data insufficiencies on Ginkgo Biloba 
Leaf Extract have been resolved, and reasonable inferences to 4 other leaf-derived ingredients can be made.  The Panel noted the positive carcinogenic 
findings of the rodent studies performed by 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.  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 tentative report for public comment with the conclusion that Hydrogen Peroxide is safe in cosmetics in the present practices of use and 
concentration described in the safety assessment. 

 
Hydrogen Peroxide is reported to be used in hair dyes at, up to 15% in a professional product (that is 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 ingredients, 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. 
 
The Panel noted the positive genotoxicity studies, but determined the genotoxicity results are not relevant to cosmetic use because Hydrogen Peroxide is 
hydrolyzed quickly on the skin surface.  Also, dermal carcinogenicity and reproductive and developmental toxicity studies were negative with 6% 
Hydrogen Peroxide (tested in formulation). The Panel found that the irritation and sensitization data given in this report are sufficient. 
 
Polyol Phosphates 
 
The Panel issued a tentative report for public comment with the following 2 conclusions:   
 
1) 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. 
 

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


 

2) 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.  

 
The Panel determined that the following data are needed to assess the safety of these 6 ingredients: 
 

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

 
These data were also requested in the IDA that was issued at the March 2018 Panel meeting, but were not received. 
 
The Panel also previously requested skin sensitization data (animal or human) on Phytic Acid at the highest maximum use concentration of 2% or on a 
cosmetic product containing 2% Phytic Acid.  Negative human repeated insult patch test (HRIPT) data on products containing Sodium Phytate (up to 0.1%) 
and on a moisturizer containing 5% Phytic Acid (highest ingredient concentration tested), as well as negative human photosensitization data on a clear 
liquid containing 1% Sodium Phytate,  were among the data that were received in response to the IDA.   
 
Regarding the safe as used conclusion that was issued on the 4 ingredients (all inositol phosphates), the Panel determined that the data received indicate 
that these ingredients do not have skin sensitization potential at cosmetic use concentrations.  Data on the skin sensitization potential of the remaining 
ingredients were not requested initially. 
 
Salicylic Acid and Salicylates 
 
The Panel issued a tentative amended report for public comment with the conclusion that Salicylic Acid and the 18 salicylate ingredients listed below are 
safe in cosmetics in the present practices of use and concentration described in the safety assessment, when formulated to be non-irritating.   
 

Butyloctyl Salicylate 
Calcium Salicylate* 
C12-15 Alkyl Salicylate* 
Capryloyl Salicylic Acid 
Ethylhexyl Salicylate 
Hexyldodecyl Salicylate* 
Isocetyl Salicylate* 

Isodecyl Salicylate 
Magnesium Salicylate 
Methyl Salicylate 
Myristyl Salicylate* 
Potassium Salicylate* 
Salicylic Acid 
Sodium Salicylate 

TEA-Salicylate 
Tridecyl Salicylate 
Amyl Salicylate 
Hexyl Salicylate 
Isotridecyl Salicylate* 

 
*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. 
Ingredients identified by blue text were not previously included in the safety assessment. 

 
The Expert Panel originally published a Safety Assessment of Salicylic Acid and 16 salicylates in 2003 with the conclusion:  that Salicylic Acid, the salts 
Calcium Salicylate, Magnesium Salicylate, MEA-Salicylate, Potassium Salicylate, Sodium Salicylate, and TEA-Salicylate; the esters Capryloyl Salicylic 
Acid, C12-15 Alkyl Salicylate, Isocetyl Salicylate, Isodecyl Salicylate, Methyl Salicylate, Myristyl Salicylate, Ethylhexyl Salicylate; and Tridecyl 
Salicylate, and the compounds Butyloctyl Salicylate and Hexyldodecyl Salicylate are safe as used when formulated to avoid skin irritation and when 
formulated to avoid increasing the skin’s sun sensitivity, or, when increased sun sensitivity would be expected, directions for use include the daily use of 
sun protection.  The complete report is available on the CIR website (http://www.cir-safety.org/ingredients).    
 
In accordance with its Procedures, the CIR evaluates the conclusions of previously-issued reports every 15 years; therefore a re-review was initiated. The 
Panel determined it was appropriate to re-open the safety assessment to amend the conclusion and to include additional related ingredients (i.e., (Amyl 
Salicylate, Hexyl Salicylate, Isotridecyl Salicylate).  The re-review document consists primarily of safety test data summaries from the original published 
report, safety test data on the ingredients originally reviewed that entered the published literature since the final report was issued by the Panel, and safety 
test data on ingredients that have been added to the safety assessment. Also there was one deletion; because MEA-Salicylate was recently reviewed in the 
CIR safety assessment of Ethanolamine and Ethanolamine Salts, it is not included in this re-review. 
 
According to 2018 VCRP data, the ingredient with the greatest use frequency of is Ethylhexyl Salicylate (3474 uses), followed by Salicylic Acid (1300 
uses).  The results of a concentration of use survey conducted by the Council in 2018 indicate that Butyloctyl Salicylate is being used at concentrations up 
to 35.9% in leave-on products (lipstick), which is the highest maximum use concentration that is being reported for ingredients being reviewed in this 
safety assessment. 
 
The original conclusion (stated above) has been revised to omit the qualification relating to formulating products to avoid increasing the skin’s sun 
sensitivity.  The reason for omitting the qualification relating to the skin’s sun sensitivity is based on results from an NTP photocarcinogenicity study 
indicating that Salicylic Acid had some protective effect against photocarcinogenicity, at lower light intensities.  In the NTP study, the effects of synthetic 
solar light on the skin of hairless mice that had been treated with creams containing 2% or 4% Salicylic Acid were evaluated.  Creams containing Salicylic 
Acid decreased the incidence of skin tumors in mice receiving the lower of the two light intensities. 
 
The Panel also expressed concern over the reproductive toxicity of Salicylic Acid, after learning that, in the third trimester, the use of Salicylic Acid can 
potentially cause early closure of the ductus arteriosus and oligohydramnios.  Thus, the Panel requested that CIR calculate a margin of safety for Salicylic 
Acid exposure, taking into consideration the extent of dermal absorption during cosmetic product use (at highest maximum use concentration of 30% in 
leave-on products), for inclusion in a future iteration of the report. 
 

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


 

Dialkyl Dimer Dilinoleates 
 
The Panel issued a tentative amended report for public comment with the conclusion that the dialkyl dimer dilinoleate ingredients listed below 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 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. 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. 
Ingredients identified by blue text were not previously included in the safety assessment. 

 
The Panel published a safety assessment on 6 of these 8 dialkyl dimer dilinoleates in 2003, and concluded that those ingredients are safe as used in 
cosmetics.  At this meeting, the Panel stated that it was appropriate to re-open the document and include the proposed add-ons: Di-C16-18 Alkyl Dimer 
Dilinoleate and Di-C20-40 Alkyl Dimer Dilinoleate. The Panel reaffirmed the previous conclusion of “safe as used” for the original 6 dialkyl dimer 
dilinoleates, and concluded that it applies to the two new ingredients.  
 

Re-Reviews 
 
Silica and Silicates 
 
In accordance with its Procedures, the Panel considered a re-review of the 2003 safety assessment on the following 17 silicate and clay ingredients: 
 

Aluminum Silicate  
Attapulgite 
Bentonite  
Calcium Silicate 
Fuller's Earth  
Hectorite  

Kaolin  
Lithium Magnesium Silicate 
Lithium Magnesium Sodium Silicate 
Magnesium Aluminum Silicate 
Magnesium Silicate 
Magnesium Trisilicate 

Montmorillonite  
Pyrophyllite 
Sodium Magnesium Silicate 
Zeolite  
Zirconium Silicate 

  
At the time of the report was originally reviewed, the Panel concluded that these ingredients were safe as used in cosmetic products.  The Panel decided to 
re-open this report and add an additional 25 ingredients, which include 9 silica and silicate ingredients that were previously reviewed by the Panel and 16 
ingredients that have not been reviewed by the Panel. 
  

Aluminum Calcium Sodium Silicate* 
Aluminum Iron Silicates* 
Hydrated Silica* 
Magnesium Aluminometasilicate* 
Potassium Silicate* 
Silica* 
Sodium Metasilicate* 
Sodium Potassium Aluminum Silicate* 
Sodium Silicate* 
Activated Clay 
Aluminum Calcium Magnesium Potassium Sodium Zinc Silicates 
Aluminum Iron Calcium Magnesium Germanium Silicates 
Aluminum Iron Calcium Magnesium Zirconium Silicates 

Ammonium Silver Zinc Aluminum Silicate 
Ammonium Silver Zeolite 
Calcium Magnesium Silicate 
Gold Zeolite 
Silver Copper Zeolite 
Silver Zinc Zeolite 
Sodium Magnesium Aluminum Silicate 
Sodium Silver Aluminum Silicate 
Titanium Zeolite 
Tromethamine Magnesium Aluminum Silicate 
Zinc Silicate 
Zinc Zeolite 

  
*Ingredients previously reviewed by the Panel. 

 
The Panel noted that for many of the previously reviewed ingredients, uses have increased significantly.  For example, Silica was previously reported to 
have 3276 total uses at the time of the original review; in 2018, a total of 8024 uses were reported.  A new concentration of use survey for these ingredients 
will be completed before the Panel reviews this amended safety assessment later in 2018. 

 
Aluminum Starch Octenylsuccinate 
 
In accordance with its procedures, the Panel considered a re-review of the safety assessment of Aluminum Starch Octenylsuccinate, which was published in 
2002. 
 
The Panel reviewed updated information regarding product types and ingredient use frequencies provided by the FDA VCRP and maximum use 
concentrations provided by the PCPC.  Based on the available data, the Panel decided not to re-open the document, reaffirming the previous conclusion of 
safe as used. 
 
 
 
 
 



 

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 September 24-25, 2018 meeting.  

  
Organo-Titanium Ingredients 
 
The Panel reviewed the safety of the following 5 organo-titanium ingredients for the first time at this meeting, and issued an IDA:  
 

Isopropyl Titanium Triisostearate 
Titanium Citrate 

Titanium Ethoxide 
Titanium Isostearates 

Titanium Salicylate  

  
These organo-titanium ingredients are reported to have the following functions in cosmetics:  surface modifiers (Isopropyl Titanium Triisostearate); colorants, 
humectants (Titanium Citrate); binders (Titanium Ethoxide); film formers, opacifying agents (Titanium Isostearates); and preservatives (Titanium Salicylate). 
 
Only one of these ingredients 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 being 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).   
 
The Panel issued the following data requests: 
 
Isopropyl Titanium Triisostearate 

• 28-day dermal toxicity data 
o Depending on the results of this study, additional systemic toxicity data may be needed 

• Mammalian genotoxicity data 
 
Titanium Citrate, Titanium Ethoxide, Titanium Isostearates, and Titanium Salicylate 

• Use concentration data 
• Method of manufacture and impurities 
• 28-day dermal toxicity data; depending on the results of this study, additional systemic toxicity data may be needed 
• Genotoxicity data 
• Skin irritation and sensitization data at cosmetic use concentrations 

  
Vinylpyrrolidone Polymers 
 
The Panel reviewed the safety of the following ingredients for the first time at this meeting, and issued an IDA for the following 30 vinylpyrrolidone polymers 
being evaluated in this safety assessment: 

 
VP/Hexadecene Copolymer 
VP/Eicosene Copolymer 
Acrylates/Stearyl Methacrylate/VP Copolymer 
Acrylic Acid/VP Crosspolymer 
Butylated PVP 
Ethylhexyl Acrylate/VP/Dimethicone Methacrylate Copolymer 
Ethylhexyl Methacrylate/Methyl Methacrylate/VP Copolymer 
Hydrolyzed Wheat Protein/PVP Crosspolymer 
Maltodextrin/VP Copolymer 
PVP/Decene Copolymer 
PVP/VA/Itaconic Acid Copolymer 
PVP/VA/Vinyl Propionate Copolymer 
Triacontanyl PVP  
Triacontene/VP Copolymer 
Vinyl Caprolactam/VP/Dimethylaminoethyl Methacrylate Copolymer 

VP/Acrylates/Lauryl Methacrylate Copolymer 
VP/Dimethiconylacrylate/Polycarbamyl/Polyglycol Ester 
VP/Dimethylaminoethylmethacrylate/Polycarbamyl Polyglycol Ester 
VP/DMAPA Acrylates Copolymer 
VP/Polycarbamyl Polyglycol Ester 
VP/Vinyl Alcohol Copolymer 
VP/Vinyl Caprolactam/DMAPA Acrylates Copolymer 
Acrylates/VP Copolymer* 
Ammonium Acryloyldimethyltaurate/VP Copolymer* 
Methacrylic Acid/Styrene/VP Copolymer* 
PVP* 
Sodium Acryloyldimethyltaurate/VP Crosspolymer* 
Styrene/VP Copolymer* 
VP/Dimethylaminoethylmethacrylate Copolymer* 
VP/VA Copolymer*  

 
*Previously reviewed by the Panel 

 
The Panel issued an Insufficient Data Announcement with the following data requests on this group of ingredients: 
 

• Method of manufacture 
• Impurities data 

 
The Panel noted that a representative ingredient for each type of monomer composition would be sufficient for the group.  It was also noted that it would be 
useful to know whether or not the product of each manufacturing process is an emulsion or solid, pure polymer.  Furthermore, it would be useful to know the 
molecular weight % range for each ingredient.   
 



 

Most of these vinylpyrrolidone polymers have the film former function in cosmetics in common, and viscosity increasing agent and binder are two other 
functions that are frequently being reported.  According to VCRP data received in 2018, the greatest use frequency is reported for PVP, which is used in 900 
cosmetic products (798 leave-on products + 101 rinse-off products + 1 product diluted for bath use).  The second highest use frequency (597 cosmetic products:  
525 leave-on products + 62 rinse-off products) is reported for Ammonium Acryloyldimethyltaurate/VP Copolymer.  The results of a concentration of use survey 
conducted by the Council in 2017 indicate that the highest maximum ingredient use concentration of vinylpyrrolidone polymers in leave-on products is reported 
for PVP, which is reported to be used at concentrations up to 35% in leg and body paints.  Notably, in 2013, the highest maximum use concentration of PVP in 
leave-on products was only 12%. 
 

Tabled 
 
Polyaminopropyl Biguanide 
 
The Panel tabled the draft final report, pending receipt of the following data that are needed for completion of this safety assessment: 
 

• Human repeated insult patch test (HRIPT) on Polyaminopropyl Biguanide involving a diverse population (i.e., one with a range of Fitzpatrick 
skin types) of 100 subjects tested with doses of 500 µg/cm2 and of 1,000 µg/cm2  

• Consumer use data on pump and propellant hair sprays, for use in determining the extent of exposure to Polyaminopropyl Biguanide during 
product use 
 

The decision to table the safety assessment was based on an oral commitment from the Personal Care Products Council (at this meeting) to provide these 
data.  The expectation is that the data will be made available this winter or early in 2019. 
 
The following rationale for requesting the HRIPT was stated in the announcement of the September 2017 Panel meeting results, and, as determined by the 
Panel, remains valid: The QRA for contact dermatitis with Polyaminopropyl Biguanide in cosmetics yielded a no expected sensitization induction level 
(NESIL) of 1,000 µg/cm2, which supports the use of this ingredient at concentrations of ≤ 0.1%.  Among the human data that were used to derive the 
NESIL was an HRIPT involving 26 subjects tested with 1% Polyaminopropyl Biguanide at a dose of 1,000 µg/cm2, the highest non-sensitizing dose in 
relation to all of the HRIPT data that were considered.  The Panel noted the small subject population in this HRIPT (≥ 100 subjects usually preferred).  
Furthermore, in an HRIPT on a neck cream containing 0.2% Polyaminopropyl Biguanide (dose = 100 µg/cm2) that involved more than 100 subjects, faint, 
pink reactions were observed at various times during challenge or during induction and the skin types evaluated were not sufficiently diverse.  Based on 
these observations, the Panel suggested that the NESIL of 1,000 µg/cm2 may not be correct and determined that an HRIPT (100 subjects) on 
Polyaminopropyl Biguanide at doses of 500 and 1,000 µg/cm2 is needed. 
 
Similarly, the following  rationale for requesting consumer use data was also announced previously and, as determined by the Panel, remains valid:  The 
ConsExpo Web Spray Model (used to estimate the inhalation exposure concentrations of Polyaminopropyl Biguanide) and a no observed adverse effect 
concentration (NOAEC) (from a 28-day inhalation study in which rats were exposed, nose only, to Polyaminopropyl Biguanide in an aerosolized water 
solution (6 h/day, 5 days/week)) were used in the margin of safety (MOS) calculations.  MOS values for pump hair sprays (MOS = 11) and propellant hair 
sprays (MOS = 200) were calculated.  Exposure concentrations that would yield an MOS of 100 for propellant and pump hair sprays were also calculated.  
After reviewing this risk assessment, the Panel noted that the exposure scenario in the 28-day inhalation study is not representative of pump and propellant 
hair spray product use and determined that consumer use data on these product types are needed.  Furthermore, at this meeting, the Panel emphasized their 
concern over multiple exposures (as well as the duration of exposure) to cosmetic products containing Polyaminopropyl Biguanide daily, whereby 
inhalation is a potential route of exposure.  Also, in the absence of consumer use data, the Panel speculated that brief inhalation exposure to these products 
would not be a major concern.  The Panel agreed that the consumer use data would be needed in order to accurately calculate an inhalation MOS (using the 
exposure dose). 
 
 
147th 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 had convened on June 4th.  The Committee elected one new member, Dr. James Selwyn Taylor, to fill the seat of an 
independent representative of the American Academy of Dermatology.  The Committee is seeking nominees to fill the seat of an independent representative of the 
Society of Toxicology. The Committee also approved some updates to the CIR Procedures document.  The updated document is available on the CIR website:  
https://www.cir-safety.org/supplementaldoc/cir-procedures. 
 
Dr. Heldreth also noted that on April 1st of 2016, the Panel concluded that Polysilicone-2, Polysilicone-4, and Polysilicone-5 are safe when used to coat metal 
oxide particles and that the data are insufficient to determine safety if these ingredients are used independently in cosmetics. The requested data have not been 
submitted and, thus, for uses other than coating metal oxide particles, these ingredients have been moved to the Use Not Supported category.   
 
On that same date, the Panel also concluded that the available data are insufficient for evaluating the safety of Pyrus Malus (Apple) Root Extract, Malus 
Domestica (Apple) Oil, and Malus Domestica (Apple) Stem Extract. The data needs have not been met and these three ingredients have also been moved to the 
Use Not Supported category.  The Panel also concluded that the data are insufficient for Pyrus Malus (Apple) Stem Extract and Malus Domestica (Apple) Callus 
Extract, which are not reported to be in use.  Thus, these two ingredients are now categorized as No Reported Use. 
  
Dr. Heldreth pointed out that five CIR safety assessment reports have been published in the May/June Supplement of the International Journal of Toxicology.  
These include the assessments of Tromethamine, Polyether Lanolins, Alkyl Betaines, Magnesium Sulfate, and Hydrolyzed Wheat Protein and Hydrolyzed Wheat 
Gluten. 
 

https://www.cir-safety.org/supplementaldoc/cir-procedures


 

Dr. Heldreth also gave an overview of some of the efforts by CIR staff to advance their understanding and involvement in the development of alternative test 
methods.  Since the last Panel meeting, Ms. Fiume attended the annual meeting of the Society of Toxicology, in San Antonio (March 11-15), and learned a great 
deal on the advances being made in the realm of alternative test methods. Dr. Heldreth also had the opportunity to learn a great deal about such evolving 
methodologies when he attended and presented at a Risk & Regulatory Symposium of the German Cosmetic, Toiletry, Perfumery, and Detergent Association, in 
Frankfurt (Industrieverband Körperpflege- und Waschmittel e. V. (IKW)) in April. 
 
Finally, Dr. Heldreth noted that CIR has also been fortunate to collaborate with the National Toxicology Program Interagency Center for the Evaluation of 
Alternative Toxicological Methods (NICETAM) in an effort to advance alternative methodologies for skin sensitization testing. This project is part of an initiative 
put forth by the Interagency Coordinating Committee on the Validation of Alternative Methods (ICCVAM).   Nicole Kleinstreuer and her team at NICETAM are 
doing all of the hard work, of course, but CIR was happy to contribute the wealth of unpublished HRIPT summary data that have been generated for CIR Reports 
over the years.  This work is very promising and can be tracked at NTP’s website for Integrated Chemical Environment tools.     

 
Other Items:  

 
Hair Dye Epidemiology Resource Document 
 
The Panel reviewed the latest draft of the Hair Dye Epidemiology Resource Document.  The previous draft was reviewed by the Panel at the December 2017 
meeting.  At that meeting, the Panel requested that the services of an expert epidemiologist be retained, with experience specifically relevant to factors associated 
with breast cancer. Explicitly, this expert would be asked to evaluate all of the currently available epidemiology studies that investigated the potential association 
between hair dye use and breast cancer, reconcile the disparities in the results of those studies, and provide the Panel with a concise summary for inclusion in this 
Resource document.  Dr. Luigi Naldi, Director of the Department of Dermatology, San Bortolo Hospital in Vicenza, Italy, obliged the Panel’s request.  Dr. 
Naldi’s analyses, as well as three recently discovered studies, were added to the document.   
 
The Panel noted that further investigations are warranted to determine whether hair dye use increases breast cancer risk, including studies that unravel the 
mechanism, if any, under which particular chemical components of hair dyes potentially promote carcinogenesis.  At this meeting, the Panel requested that Dr. 
Naldi comment on the two newly discovered studies on the potential breast cancer-hair dye association, and provide a clarifying statement on the types of further 
investigations that are necessary to examine the association between hair dye use and the incidence of breast cancer.  
 
The Panel also suggested that the Resource Document be reformatted.  This document will be brought before the Panel once more before finalization. 

 
Final 2019 Priorities 
 
The CIR Procedures require preparation of the Draft 2019 Priority List for public comment by June 1, 2018.  The Draft 2019 Priority List was prepared and 
issued for public comment earlier in the process (at the March 2018 meeting) to allow more time for the acquisition of data.  The list is based on 
stakeholder requests; frequency of use data (FOU) from FDA’s Voluntary Cosmetic Registration Program (VCRP) received from the FDA on February 5, 
2018; and on CIR staff and Panel workflow.  While this list includes only the lead ingredients, potential groupings are provided for each on the following 
pages of this document.  
Comments were received are incorporated in the Draft Final 2019 Priority List. At this meeting, the Panel assessed the potential twenty-six reports covering 
187 ingredients, including 3 ingredients proposed for cause, and the rest of the ingredient included based on FOU.  The Panel also considered the intended 
groupings associated with these lead ingredients and finalized the 2019 CIR Priorities. The list of lead ingredients is below and the full priorities with 
groupings are available here  https://www.cir-safety.org/supplementaldoc/2019-priority-list-ingredient-groups-finalized.   
 

Per interest Frequency of Use (FOU) 
BENZISOTHIAZOLINONE – a potential preservative  not reported in 2018 VCRP (6 uses in 2015) 
CAPRYLHYDROXAMIC ACID – per Finnish Study  147 
BASIC BROWN 17 - Hair Dye 45  
  
Per FOU  
HONEY 949 
SACCHARUM OFFICINARIUM (SUGARCANE) EXTRACT 406 
EQUISETUM ARVENSE EXTRACT 369 
SACCHARIDE ISOMERATE    365 
PORTULACA OLERACEA (PURSLANE) EXTRACT   363 
UBIQUINONE 343 
DIATOMACEOUS EARTH 337 
SODIUM LEVULINATE     331 
GLUCONOLACTONE  329 
ACETYL HEXAPEPTIDE-8     318 
CALCIUM SULFATE 317 
HONEY EXTRACT 306 (to be grouped w/Honey) 
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CHONDRUS CRISPUS (CARRAGEENAN) EXTRACT 299 
ROSA DAMASCENA (DAMASK ROSE) FLOWER OIL 298 
SALVIA OFFICINALIS (SAGE) LEAF EXTRACT  292 
ROSA DAMASCENA (DAMASK ROSE) FLOWER WATER 289 
DICAPRYLYL ETHER     288 
PEG/PPG-8/3 DIISOSTEARATE    277 
POLYQUATERNIUM-51     274 
DIACETONE ALCOHOL 268 
ACETYL GLUCOSAMINE     265 
POLYQUATERNIUM-6     265 
OLEA EUROPAEA (OLIVE) LEAF EXTRACT  257 

 
 

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/AcrylamideCcopolymers 
• Alkoxylated Fatty Acmides 
• Alkyl Lactyl Lactate Salts 
• Benzyl Salicylate 
• Brown Algae Ingredients 
• Fatty Acids and Soaps  
• Hydroxyethyl Urea 
• Melaleuca alternifolia (Tea Tree)-Derived Ingredients 
• Palm Tree-Derived Ingredients 
• Punica granatum (Pomegranate)-Derived Ingredients 
• Soy-Derived Ingredients 
• Triticum vulgare (Wheat)-Derived Ingredients 
• Vanilla-Derived Ingredients 
• Xanthine Alkaloids 

 
 
Next CIR Expert Panel Meeting 
Monday and Tuesday, September 24-25, 2018, at the Darcy Hotel, Washington, DC. 
Please contact Carla Jackson (jacksonc@cir-safety.org) before the meeting if you plan to attend.  
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