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Memorandum 

 

To:  CIR Expert Panel Members and Liaisons 
From:  Priya Cherian, Scientific Writer/Analyst       
Date:  September 14, 2018 
Subject: Wave 2 – Brown Algae 
 
Since the draft report was issued at mail date, the Council has provided an ample amount of additional information 
regarding ingredients in the Brown Algae report. The following table provides an overview of the data received. An 
updated data profile has also been included (broalg092018prof_wave2). 
 
Data Point Data Data Source 
Alaria Esculenta Extract 
Method of Manufacture trade name mixture consisting of Alaria Esculenta 

Extract in butylene glycol and water: 
harvesting/identification  washing  grinding  
extraction with the solvents and butylene glycol and 
water  filtration  quality control  packaging  
quality control 
 

broalg092018data7_wave2 

trade name mixture consisting of Alaria Esculenta 
Extract in butylene glycol and water – dried before 
extraction: 
harvesting/identification  washing  drying   
grinding  extraction with the solvents butylene 
glycol and water  filtration  quality control  
packaging  quality control 
 

broalg092018data7_wave2 

trade name mixture containing Alaria Esculenta 
Extract in Caprylic/Capric Triglycerides: 
harvesting/identification  drying  grinding  
extraction with solvent caprylic/capric triglyceride  
filtration  quality control  packaging  quality 
control 

broalg092018data7_wave2 

Heavy Metal Impurities trade name mixture consisting of Alaria Esculenta 
Extract in butylene glycol and water: < 5 ppm arsenic, 
< 3 ppm cadmium, < 5 ppm lead, < 2 ppm nickel, < 5 
silver, < 10 ppm iodine 
 

broalg092018data7_wave2 

trade name mixture consisting of Alaria Esculenta 
Extract in butylene glycol and water – dried before 
extraction: < 5 ppm arsenic, < 3 ppm cadmium, < 5 
ppm lead, < 2 ppm nickel, < 5 silver, < 10 ppm iodine 
 

broalg092018data7_wave2 
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trade name mixture containing Alaria Esculenta 
Extract in Caprylic/Capric Triglycerides: < 2 ppm 
arsenic, < 3 ppm cadmium, < 5 ppm lead, < 2 ppm 
nickel, < 5 ppm silver, < 1 ppm mercury, < 1 ppm 
iodine 

broalg092018data7_wave2 

Concentration of Use The maximum leave-on/dermal contact concentration 
decreased from 1% to 0.05% 

broalg092018data3_wave2 

Dermal Irritation – In Vivo – 
Human  

test substance: trade name mixture consisting of 
Alaria Esculenta Extract in butylene glycol and water: 
50 volunteers; 25 µL pure test substance applied 3 
times a week; non-irritating 
 

broalg092018data7_wave2 

test substance: trade name mixture containing Alaria 
Esculenta Extract in Caprylic/Capric Triglycerides: 50 
volunteers; 25 µL pure test substance applied 3 times 
a week; non-irritating 

broalg092018data8_wave2 

test substance: trade name mixture containing Alaria 
Esculenta Extract in Caprylic Capric Triglycerides: 10 
volunteers; pure product applied to occlusive patch 
(20 µL) and then applied to skin for 24 hours; non-
irritating 

broalg092018data8_wave2 

test substance: trade name mixture containing Alaria 
Esculenta Extract in Caprylic Capric Triglycerides – 
dried before extraction: 
50 volunteers; 25 µL pure test substance applied 3 
times a week; non-irritating 

broalg092018data9_wave2 

test substance: trade name mixture containing < 5% 
Alaria Esculenta Extract and > 95% Caprylic/Capric 
Triglycerides  
10 volunteers; pure product (20 µL ) applied for 24 
hours using an occlusive patch ; non-irritating 
 

broalg092018data9_wave2 

Sensitization – In Vivo – Human  test substance: trade name mixture consisting of 
Alaria Esculenta Extract in butylene glycol and water: 
50 volunteers; pure 25 µL test substance applied 3 
times a week during the induction phase and once a 
week during challenge phase; non-sensitizing 

broalg092018data7_wave2 

test substance: trade name mixture containing Alaria 
Esculenta Extract in Caprylic Capric Triglycerides: 50 
volunteers; 25 µL pure test substance applied 3 times 
a week during induction phase and once during 
challenge phase; non-sensitizing 

broalg092018data8_wave2 

test substance: trade name mixture containing Alaria 
Esculenta Extract in Caprylic Capric Triglycerides – 
dried before extraction: 
50 volunteers; 25 µL pure test substance applied 3 
times a week during the induction phase and once 
during challenge phase; non-sensitizing 

broalg092018data9_wave2 

Ascophyllum Nodosum Extract 
Method of Manufacture polyphenol trapping, aqueous extract, solid/liquid 

separation, filtration to remove microparticles, 
alginate precipitation and removal, filtration 
(including demineralization), depolymerization, and 
atomization 

broalg092018data1_wave2 
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Heavy Metal Specifications Heavy metal limits were specified: cadmium (≤ 0.5); 
lead (≤ 5 mg/kg), mercury (≤ 0.1 mg/kg), mineral 
arsenic (≤ 3 mg/kg); and total heavy metals (≤ 20 
mg/kg) 

broalg092018data1_wave2 

Acute Oral Toxicity Sprague-Dawley rat; OECD 401; LD50 >2000 mg/kg broalg092018data1_wave2 
Genotoxicity Ames; OECD 471; Non-mutagenic broalg092018data1_wave2 
Dermal Irritation – In Vivo – 
Animal  

OECD 404; non-irritating; test organism experimental 
details not provided 

broalg092018data1_wave2 

Sensitization – In Vivo – Animal  Magnusson and Kligman (guinea pig maximization 
test); OECD 406; doses: 0.1 to 0.4 mL of 25% to 75% 
water solutions; 20 test and 10 control animals; non-
sensitizing 

broalg092018data1_wave2 

Ocular Irritation – In Vivo – 
Animal  

OECD 405; slightly irritating; test organism 
experimental details not provided 

broalg092018data1_wave2 

Cystoseira Baccata Extract 
Impurities arsenic: 8.8 mg/kg (far casting cross-validation 

(FCCV) method); 20 ppm by inductively couples 
plasma-optical emission spectrometry (ICP-OES 
method) 

broalg092018data17_wave2 

Dermal Irritation – In Vivo – 
Human 

test substance: water and Cystoseira Baccata Extract; 
24 hour patch test; occlusive dressing; 10 subjects; 
100% concentration, non-irritating  

broalg092018data17_wave2 

test substance: water and Cystoseira Baccata Extract; 
50 volunteers; repeated cutaneous applications; 100% 
concentration; hypoallergenic  
 

broalg092018data17_wave2 

Cystoseira Tamaricifolia Extract  
Method of Manufacture Cystoseira Tamaricifolia Extract and Caprylic/Capric 

Triglycerides: 
extraction with supercritical carbon dioxide 

broalg092018data17_wave2 

Impurities Cystoseira Tamaricifolia Extract and Caprylic/Capric 
Triglycerides: 
1 mg/kg iodine 

broalg092018data17_wave2 

Dermal Irritation – In Vivo – 
Human 

test substance: Cystoseira Tamaricifolia Extract and 
Caprylic/Capric Triglycerides; 24 hour patch test; 10 
volunteers; occlusive dressing; pure test substance; 
non-irritating  

broalg092018data17_wave2 

Hydrolyzed Fucus Vesiculosus Protein 
Heavy Metal Specifications trade name substance consisting of Hydrolyzed Fucus 

Vesiculosus Protein composition: < 20 ppm heavy 
metals; < 2 ppm arsenic 

broalg092018data6_wave2 

Composition trade name substance consisting of Hydrolyzed Fucus 
Vesiculosus Protein composition: 98.9% Hydrolyzed 
Fucus Vesiculosus Protein, 1% of a trade name 
mixture consisting of phenoxyethanol, methylparaben, 
ethylparaben, butylparaben, propylparaben, and 
isobutylparaben, 0.10% tetrasodium EDTA 

broalg092018data6_wave2 

Fucus Vesiculosus Extract 
Method of Manufacture trade name mixture containing water, alcohol and 

Fucus Vesiculosus Extract: dried raw material  
extract with 30% ethanolic solution   filtrate  
concentration  filtrate  packaging 
 

broalg092018data2_wave2 
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trade  name mixture containing sodium sulfate and 
Fucus Vesiculosus Extract: dried raw material  
extract with 30% ethanolic solution  filtrate  
concentration   add anhydrous sodium sulfate  
packaging  

broalg092018data2_wave2 

Composition trade name mixture containing water, alcohol and 
Fucus Vesiculosus Extract: polyphenol and amino 
acid 
 

broalg092018data2_wave2 

trade  name mixture containing sodium sulfate and 
Fucus Vesiculosus Extract: saccharide and amino acid 

broalg092018data2_wave2 

Heavy Metal Impurities trade name mixture containing water, alcohol and 
Fucus Vesiculosus Extract: not to exceed more than 
30 ppm heavy metals or 10 ppm arsenic 

broalg092018data2_wave2 

trade name mixture containing sodium sulfate and 
Fucus Vesiculosus Extract: not to exceed 20 ppm 
heavy metals or 10 ppm arsenic 

broalg092018data2_wave2 

Concentration of Use Maximum leave-on/dermal contact concentration 
decreased from 6% to 5%. 

broalg092018data3_wave2 

Himanthalia Elongata Extract 
Impurities Himanthalia Elongata Extract, water, and dipropylene 

glycol: 
< 9 mg/kg iodine 

broalg092018data17_wave2 

Concentration of Use Dermal Contact/Leave-On: 0.2% broalg092018data3_wave2 
Dermal Irritation – In Vivo- 
Human 

Himanthalia Elongata Extract, water, and dipropylene 
glycol: 
24 hour patch test; 10 volunteers, pure test substance, 
occlusive dressing; non-irritating  

broalg092018data17_wave2 

Hizikia Fusiforme Extract 
Method of Manufacture trade name mixture containing water butylene glycol 

and Hizikia Fusiforme Extract: dried raw material  
extract with 80% ethanolic solution  filtrate  
concentration  add 50% 1,3-butylene glycolic 
solution  filtrate  packaging 

broalg092018data2_wave2 

Composition trade  name mixture containing water butylene glycol 
and Hizikia Fusiforme Extract: polyphenol and amino 
acid 

broalg092018data2_wave2 

Heavy Metal Specifications trade name mixture containing water butylene glycol 
and Hizikia Fusiforme Extract: not to exceed more 
than 30 ppm heavy metals or 10 ppm arsenic 

broalg092018data2_wave2 

Laminaria Digitata Extract 
Composition Laminaria Digitata Extract, water and sea salt: 

1.5 mg/kg arsenic, 62 mg/kg iodine 
broalg092018data17_wave2 

Laminaria Digitata Extract, water, dipropylene glycol: 
2.37 mg/kg arsenic, 87 mg/kg iodine (alkaline 
mineralization and potentiometric method), 110 ppm 
average 

broalg092018data17_wave2 

Laminaria Digitata Extract and water: 
>10 ppm arsenic, 550 ± 150 ppm iodine 

broalg092018data17_wave2 

Laminaria Digitata Extract and water: 
19.06 mg/kg arsenic, 192 mg/kg iodine (alkaline 
mineralization and potentiometric method), 300 ppm 
average 

broalg092018data17_wave2 
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Dermal Irritation – In Vivo – 
Animal 

test substance: pure Laminaria Digitata Extract, water 
and sea salt: 
non-irritating  

broalg092018data17_wave2 

test substance: pure Laminaria Digitata Extract, water, 
dipropylene glycol: 
non-irritating 

broalg092018data17_wave2 

test substance: pure Laminaria Digitata Extract and 
water:  
slightly-irritating  

broalg092018data17_wave2 

Dermal Irritation – In Vivo – 
Human 

test substance: pure Laminaria Digitata Extract and 
water: 24 hour patch test; occlusive dressing; 10 
volunteers with sensitive skin; non-irritating  

broalg092018data17_wave2 

Laminaria Ochroleuca 
Method of Manufacture trade name mixture consisting on Laminaria 

Ochroleuca extract in Caprylic/Capric Triglyceride: 
harvesting/identification  washing  grinding  
extraction with the solvent caprylic/capric triglyceride 
 filtration  quality control  packaging  quality 
control 

broalg092018data12_wave2 

Heavy Metal Impurities trade name mixture consisting on Laminaria 
Ochroleuca extract in Caprylic/Capric Triglyceride: < 
2 ppm arsenic, < 3 ppm cadmium, < 5 ppm lead, < 2 
ppm nickel, < 5 ppm silver, < 1ppm iodine 

broalg092018data12_wave2 

Dermal Irritation – In Vivo – 
Human  

test substance: trade name mixture consisting on 
Laminaria Ochroleuca extract in Caprylic/Capric 
Triglyceride: 11 subjects; single 24 hour application: 
test substance diluted to 2% in water under occlusive 
dressing; dose: 0.02 mL over 50 mm2; non-irritating 

broalg092018data12_wave2 

Laminaria Saccharina Extract 
Method of Manufacture trade name mixture containing Laminaria Saccharina 

Extract in water and propylene glycol: 
harvesting/identification  washing  grinding  
extraction with solvents: water + propylene glycol  
mixture (addition of preservatives)  filtration  
quality control 

broalg092018data10_wave2 

Heavy Metal Impurities trade name mixture containing Laminaria Saccharina 
Extract in water and propylene glycol: < 2 ppm 
arsenic, < 3 ppm cadmium, < 5 ppm lead, < 2 ppm  
nickel, < 5 ppm silver, < 1 ppm mercury, < 200 ppm 
iodine 

broalg092018data10_wave2 

Genotoxicity  test substance: trade name mixture containing 
Laminaria Saccharina Extract in sea water and 
methylpropandiol; Ames test; Salmonella 
typhimurium strains TA1535, TA1537, TA102, 
TA98 and TA100; with and without metabolic 
activation; dose: 50 to 5000 µg/plate; non-mutagenic  

broalg092018data11_wave2 

Dermal Irritation – In Vivo – 
Human  

test substance: trade name mixture containing 
Laminaria Saccharina Extract in water and propylene 
glycol: 50 subjects; 25 µL pure test substance applied 
3 times a week under semi-occlusive patch; non-
irritating  

broalg092018data10_wave2 

test substance: 8%, 16% or 100% of a trade name 
mixture containing Laminaria Saccharina Extract in 
water and propylene glycol; 10 subjects; 6 occlusive 
patches (drenched with 0.02 mL test substance) per 
concentration were applied to the arms over a 50 
mm2 surface for 24 and 48 hours 
Results: 100% dose was slightly irritating; minimal 

broalg092018data10_wave2 
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erythema in 5/10 subjects; 16% dose was non-
irritating; 8% dose was non-irritating 

Sensitization – In Vivo – Human  trade name mixture containing Laminaria Saccharina 
Extract in water and propylene glycol: 50 subjects; 
25 µL pure test substance applied 3 times a week 
under semi-occlusive patch during the induction 
phase and once a week during  challenge  phase; non-
sensitizing 

broalg092018data10_wave2 

Phyllacantha Fibrosa Extract 
Impurities Phyllacantha Fibrosa Extract and water: 

11.35 ppm arsenic, 97 mg/L iodine (method ionic 
chromatography), 140 ppm average 

broalg092018data17_wave2 

Sargassum Filipedula  
Sensitization – In Vivo – Human  test substance: face cream containing 1.2% Sargassum 

Filipedula Extract; HRIPT; 206 subjects; non-
sensitizing 

broalg092018data5_wave2 

Sargassum Glaucescens Extract 
Method of Manufacture trade name mixture containing 20% Sargassum 

Glaucescens Extract, 79% water and 1% 
phenoxyethanol: grinding  extraction  
preservative addition  sterilization  filtration  
packaging  storage 

broalg092018data4_wave2 

Heavy Metal Specifications trade name mixture containing 20% Sargassum 
Glaucescens Extract, 79% water and 1% 
phenoxyethanol: < 230 ppm stannum, < 2.5 ppm 
arsenic, < 10 ppm copper, < 1 ppm lead and < 1 ppm 
chromium 

broalg092018data4_wave2 

Dermal Irritation – In Vivo – 
Human  

test substance: trade name mixture containing 20% 
Sargassum Glaucescens Extract, 79% water and 1% 
phenoxyethanol: 10% of the test substance applied 
under occlusive patch for 48 hours; 10 subjects; non-
irritating 

broalg092018data4_wave2 

Sargassum Muticum Extract 
Concentration of Use Maximum concentration of use decreased from 4% to 

0.076% in leave-on products 
broalg092018data3_wave2 

Sphacelaria Scoparia Extract 
Impurities Sphacelaria Scoparia Extract, water, and dipropylene 

glycol: 
0.73 mg/kg arsenic, 15 mg/kg iodine 

broalg092018data17_wave2 

Dermal Irritation – In Vivo- 
Human  

test substance: Sphacelaria Scoparia Extract, water, 
and dipropylene glycol: 
24 hour patch test, pure test substance, occlusive 
dressing, 11 volunteers, non-irritating 

broalg092018data17_wave2 

test substance: Sphacelaria Scoparia Extract, water, 
and dipropylene glycol: 
repeated epicutaneous applications on 50 subjects; 
100% test substance; hypoallergenic 

broalg092018data17_wave2 

Undaria Pinnatifida Extract 
Method of Manufacture trade name mixture containing Undaria Pinnatifida 

Extract in water and propylene glycol: 
harvesting/identification  drying  grinding  
extraction with solvents water and propylene glycol, 
and addition of preservatives (methylparaben and 
propylparaben)  filtration  quality control  
packaging  quality control 

broalg092018data14_wave2 
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trade name mixture containing Undaria Pinnatifida 
Extract in Caprylic/Capric Triglyceride: 
harvesting of fertile sporophytes  fragment isolation 
of gametophyte  culture in liquid medium  
gametophyte separation  freeze-dried gametophyte -
 quality control  extraction with the solvent 
caprylic/capric triglyceride  filtration  quality 
control  packaging  quality control 

broalg092018data14_wave2 

Heavy Metal Impurities trade name mixture containing Undaria Pinnatifida 
Extract in water and propylene glycol: 
< 5 ppm arsenic, < 10 ppm cadmium, < 5 ppm lead, < 
2 ppm nickel, < 5 ppm silver, < 1 ppm iodine 

broalg092018data14_wave2 

trade name mixture containing Undaria Pinnatifida 
Extract in caprylic/capric triglyceride: 
< 2 ppm arsenic, < 3 ppm cadmium, < 5 ppm lead, < 2 
ppm nickel, < 5 ppm silver, < 1 ppm mercury, < 1 
ppm iodine 

broalg092018data14_wave2 

Dermal Irritation – In Vitro – 
Human 

test substance: trade name mixture containing Undaria 
Pinnatifida Extract in Caprylic/Capric triglyceride; 
reconstructed human epidermis test method; 3 
samples; 10 µL dose of pure test substance for 15 
minutes; non-irritating  

broalg092018data16_wave2 

Dermal Irritation – In Vivo – 
Human 

test substance: trade name mixture containing Undaria 
Pinnatifida Extract in water and propylene glycol; 
12 subjects; occlusive patches (0.02 mL test 
substance) were applied to the skin over a 50 mm2 
surface for 30 minutes and 24 hours; 100% 
concentration 
Results: moderately irritating after 30 minutes, and 
mildly irritating after 24 hours 

broalg092018data14_wave2 

test substance: Undaria Pinnatifida Extract, water, and 
dipropylene glycol; 24 hour patch test; 10 volunteers; 
occlusive dressing; non-irritating  

broalg092018data17_wave2 

Sensitization – In Vivo – Human test substance: trade name mixture containing Undaria 
Pinnatifida Extract in Caprylic/Capric Triglyceride; 
100 subjects; Marzulli-Maibach method; 50 µL pure 
test substance applied 3 times a week during induction 
face and once during challenge phase; non-irritating 
and non-sensitizing 
 

broalg092018data15_wave2 

Pelvetia Canaliculata Extract and Laminaria Digitata Extract 
Method of Manufacture trade name mixture containing Pelvetia Canaliculata 

and Laminaria Digitata extracted in propylene glycol 
with panthenol: 
harvesting/identification  washing  grinding  
extraction with the solvent propylene glycol  
filtration  quality control  mixture  filtration  
quality control  packaging  quality control  
 

broalg092018data13_wave2 

trade name mixture containing Pelvetia Canaliculata 
and Laminaria Digitata extracted in butylene glycol 
with preservatives: 
harvesting/identification  washing  grinding  
extraction with butylene glycol  filtration  quality 
control  mixture  filtration  quality control  
packaging  quality control 
 

broalg092018data13_wave2 
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trade name mixture containing Pelvetia Canaliculata 
and Laminaria Digitata extracted in butylene glycol 
without preservatives: 
harvesting/identification  washing  grinding  
extraction with butylene glycol  filtration  quality 
control  mixture  filtration  quality control  
packaging  quality control 

broalg092018data13_wave2 

Heavy Metals trade name mixture containing Pelvetia Canaliculata 
and Laminaria Digitata extracted in propylene glycol 
with panthenol: 
< 5 ppm arsenic, < 3 ppm cadmium, < 5 ppm lead, < 2 
ppm nickel, < 5 ppm silver, < 100 ppm iodine 
 

broalg092018data13_wave2 

trade name mixture containing Pelvetia Canaliculata 
and Laminaria Digitata extracted in butylene glycol 
with preservatives: 
< 5 ppm arsenic, < 10 ppm cadmium, < 5 ppm lead, < 
2 ppm nickel, < 5 ppm silver, < 100 ppm iodine 
 

broalg092018data13_wave2 

trade name mixture containing Pelvetia Canaliculata 
and Laminaria Digitata extracted in butylene glycol 
without preservatives: 
< 5 ppm arsenic, < 10 ppm cadmium, < 5 ppm lead, < 
2 ppm nickel, < 5 ppm silver, < 100 ppm iodine 

broalg092018data13_wave2 

Dermal Irritation – In Vivo – 
Human  

test substance: trade name mixture containing Pelvetia 
Canaliculata Extract and Laminaria Digitata Extract 
extracted in propylene glycol with panthenol: 
10 subjects, 5, 10, or 100% of the test substance, 
patches (0.02 mL test substance) were applied to skin 
over a 50 mm2 surface for 24 and 48 hours; Results: 
mild irritation at the 100% dose level, minimal 
irritation at 10% dose level, no irritation at 5% dose 
level 

broalg092018data13_wave2 

Laminaria Japonica, Nereocystis Leutkeana, and Macrocystis Pyrifera Extract 
Method of Manufacture trade name mixture containing Laminaria Japonica, 

Nereocystis Leutkeana, and Macrocystis Pyrifera 
Extract: 
 test of acceptance  processing (mechanical 
grinding/milling)  extraction with pentaerythrityl 
tetraethylhexanoate at specific pH and temperature for 
specific duration  filtration  batch adjustments 
(refiltration)  sample for QC  pack  sample for 
Micro  shipping 

broalg092018data6_wave2 

Composition trade name mixture containing Laminaria Japonica, 
Nereocystis Leutkeana, and Macrocystis Pyrifera 
Extract: 97% pentaerythrityl tetraethylhexanoate, 7% 
Laminaria Japonica Extract, 7% Nereocystis 
Leutkeana Extract, 7% Macrocystis Pyrifera Extract 

broalg092018data6_wave2 

Heavy Metal Impurities trade name mixture containing Laminaria Japonica, 
Nereocystis Leutkeana, and Macrocystis Pyrifera 
Extract: < 20 ppm heavy metals; < 10 ppm lead; < 2 
ppm arsenic; < 1 ppm cadmium 

broalg092018data6_wave2 

Skin Irritation – In Vitro – Animal  test substance: trade name mixture containing 
Laminaria Japonica, Nereocystis Leutkeana, and 
Macrocystis Pyrifera Extract 
reconstructed human epidermal model (EpiDerm), 
dosed with 30 µL (liquid) or 25 mg (solid) of 
undiluted test substance applied to 3 tissue inserts and 

broalg092018data6_wave2 
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incubated; non-irritating 
Ocular Irritation – In Vitro - 
Animal 

test substance: trade name mixture containing 
Laminaria Japonica, Nereocystis Leutkeana, and 
Macrocystis Pyrifera Extract 
cornea epithelial model (EpiOcular), dosed with 50 
µL (liquid) or 50 mg (solid) of undiluted test 
substance applied to 2 tissue inserts and incubated; 
non-irritating 

broalg092018data6_wave2 
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Concentration of Use by FDA Product Category – Brown Algae-Derived Ingredients* 

Agarum Cribrosum Extract 
Alaria Esculenta Extract 
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 Membranacea Extract (Retired) 
Dictyopteris Polypodioides Extract  
Dictyota Coriacea Extract 
Durvillea 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 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 Angustata Extract (Retired)  
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 Ochotensis Extract (Retired)  
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 Horneri Extract  
Sargassum Muticum Extract  
Sargassum Pallidum Extract 
Sargassum Siliquastrum Extract 
Sargassum Vulgare Extract  
Sphacelaria Scoparia Extract 
Undaria Peterseniana Extract 
Undaria Pinnatifida Extract 
Undaria Pinnatifida Cell Culture Extract 
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Undaria Pinnatifida Leaf/Stem Extract  
Undaria Pinnatifida Powder 

Undaria Pinnatifida Root Powder 

 

Ingredient Product Category Maximum 
Concentration of Use 

Agarum Cribrosum Extract Other skin care preparations 0.012% 
Alaria Esculenta Extract Foundations 0.03% 
Alaria Esculenta Extract Skin cleansing (cold creams, cleansing 

lotions, liquids and pads) 
0.0015% 

Alaria Esculenta Extract Face and neck products 
     Not spray 

 
0.0015-0.05% 

Alaria Esculenta Extract Night products 
     Not spray 

 
0.05% 

Alaria Esculenta Extract Indoor tanning preparations 0.0005% 
Ascophyllum Nodosum Extract Eye lotion 0.025-0.2% 
Ascophyllum Nodosum Extract Hair conditioners 0.00005-0.0002% 
Ascophyllum Nodosum Extract Shampoos (noncoloring) 0.00005-0.002% 
Ascophyllum Nodosum Extract Tonics, dressings and other hair grooming 

aids 
0.002% 

Ascophyllum Nodosum Extract Nail polish and enamel 0.000065% 
Ascophyllum Nodosum Extract Other manicuring preparations 0.02% 
Ascophyllum Nodosum Extract Other personal cleanliness products 0.00004% 
Ascophyllum Nodosum Extract Face and neck products 

     Not spray 
 
0.0032-0.03% 

Ascophyllum Nodosum Extract Body and hand products 
     Not spray 

 
0.0000004-0.02% 

Ascophyllum Nodosum Extract Moisturizing products 
     Not spray 

 
0.03% 

Ascophyllum Nodosum Extract Paste masks and mud packs 0.0032% 
Ascophyllum Nodosum Extract Other skin care preparations 0.045% 
Cladosiphon Okamuranus Extract Eye lotion 0.025% 
Cladosiphon Okamuranus Extract Foundation 0.05% 
Cladosiphon Okamuranus Extract Skin cleansing (cold creams, cleansing 

lotions, liquids and pads) 
0.005% 

Cladosiphon Okamuranus Extract Face and neck products 
     Not spray 

 
0.025% 

Dictyopteris Membranacea Extract  Lipstick 0.01% 
Durvillea Antartica Extract Basecoats and undercoats (manicuring 

preparations) 
0.0001% 

Ecklonia Radiata Extract Hair conditioners 0.005% 
Ecklonia Radiata Extract Hair sprays 

     Aerosol 
     Pump spray 

 
0.0051% 
0.0051% 

Ecklonia Radiata Extract Shampoos (noncoloring) 0.0051% 
Ecklonia Radiata Extract Other hair preparations (noncoloring)  
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     Spray  0.0051% 
Fucus Serratus Extract Eye lotions 0.05% 
Fucus Serratus Extract Hair conditioners 0.00001% 
Fucus Serratus Extract Shampoos (noncoloring) 0.00001% 
Fucus Serratus Extract Skin cleansing (cold creams, cleansing 

lotions, liquids and pads) 
0.05% 

Fucus Serratus Extract Face and neck products 
     Not spray 

 
0.05% 

Fucus Vesiculosis Extract Bath oils, tablets and salts 0.0001-0.01% 
Fucus Vesiculosis Extract Bubble baths 5% 
Fucus Vesiculosis Extract Other bath preparations 0.0051% 
Fucus Vesiculosis Extract Eyebrow pencil 0.02% 
Fucus Vesiculosis Extract Eye shadow 0.01% 
Fucus Vesiculosis Extract Eye lotion 0.017% 
Fucus Vesiculosis Extract Mascara 0.02-5% 
Fucus Vesiculosis Extract Perfume 0.01% 
Fucus Vesiculosis Extract Hair conditioners 0.0006-0.17% 
Fucus Vesiculosis Extract Hair sprays 

     Aerosol 
     Pump spray 

 
0.001% 
0.00018-0.0006% 

Fucus Vesiculosis Extract Rinses (noncoloring) 0.00012-0.01% 
Fucus Vesiculosis Extract Shampoos (noncoloring) 0.0001-5% 
Fucus Vesiculosis Extract Tonics, dressings and other hair grooming 

aids 
0.0001-0.01% 

Fucus Vesiculosis Extract Other hair preparations (noncoloring) 0.0015% 
Fucus Vesiculosis Extract Hair lighteners with color 0.0001% 
Fucus Vesiculosis Extract Lipstick 0.0005% 
Fucus Vesiculosis Extract Other makeup preparations 0.005% 
Fucus Vesiculosis Extract Other manicuring preparations 0.02% 
Fucus Vesiculosis Extract Bath soaps and detergents 0.00076-3.1% 
Fucus Vesiculosis Extract Other personal cleanliness products 0.00002% 
Fucus Vesiculosis Extract Skin cleansing (cold creams, cleansing 

lotions, liquids and pads) 
0.00011-0.17% 

Fucus Vesiculosis Extract Face and neck products 
     Not spray 

 
0.005-0.05% 

Fucus Vesiculosis Extract Body and hand products 
     Not spray 

 
0.000032-0.03% 

Fucus Vesiculosis Extract Foot products 
     Not spray or powder 
     Spray 

 
0.08% 
0.12% 

Fucus Vesiculosis Extract Moisturizing products 
     Not spray 

 
0.0051-5% 

Fucus Vesiculosis Extract Night products 
     Not spray 

 
0.016-0.05% 

Fucus Vesiculosis Extract Paste masks and mud packs 0.0025-0.05% 
Fucus Vesiculosis Extract Other skin care preparations 0.03% 
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Fucus Vesiculosis Extract Suntan products 
     Not spray 

 
0.00098% 

Himanthalia Elongata Extract Face and neck products 
     Not spray 

 
0.2% 

Laminaria Digitata Extract Bath oils, tablets and salts 0.1% 
Laminaria Digitata Extract Bubble baths 5% 
Laminaria Digitata Extract Eye lotion 0.095-0.5% 
Laminaria Digitata Extract Mascara 0.0035% 
Laminaria Digitata Extract Hair conditioners 0.0007-5% 
Laminaria Digitata Extract Hair sprays 

     Aerosol 
 
0.0007% 

Laminaria Digitata Extract Shampoos (noncoloring) 0.0007-0.0039% 
Laminaria Digitata Extract Tonics, dressings and other hair grooming 

aids 
0.0035% 

Laminaria Digitata Extract Other hair preparations (noncoloring) 0.0007% 
Laminaria Digitata Extract Hair rinses (coloring) 0.0007% 
Laminaria Digitata Extract Hair shampoos (coloring) 0.0007% 
Laminaria Digitata Extract Hair bleaches 0.00004% 
Laminaria Digitata Extract Foundations 0.013% 
Laminaria Digitata Extract Bath soaps and detergents 0.06% 
Laminaria Digitata Extract Skin cleansing products (cold creams, 

cleansing lotions, liquids and pads) 
0.6% 

Laminaria Digitata Extract Face and neck products 
     Not spray 

 
0.0001-0.1% 

Laminaria Digitata Extract Body and hand products 
     Not spray 

 
0.005-0.08% 

Laminaria Digitata Extract Moisturizing products 
     Not spray 

 
0.01% 

Laminaria Digitata Extract Skin fresheners 5% 
Laminaria Digitata Extract Other skin care preparations 0.1-0.5% 
Laminaria Digitata Powder Face and neck products 

     Not spray 
 
40% 

Laminaria Hyperborea Extract Body and hand products 
     Not spray 

 
0.03% 

Laminaria Japonica Extract Bath oils, tablets and salts 0.011-5% 
Laminaria Japonica Extract Other eye makeup preparations 0.0005-0.007% 
Laminaria Japonica Extract Hair conditioners 0.0005-0.0006% 
Laminaria Japonica Extract Rinses (noncoloring) 0.0012% 
Laminaria Japonica Extract Shampoos (noncoloring) 0.0006% 
Laminaria Japonica Extract Tonics, dressings and other hair grooming 

aids 
0.3% 

Laminaria Japonica Extract Blushers 0.0035% 
Laminaria Japonica Extract Face powders 0.0035% 
Laminaria Japonica Extract Foundations 0.018% 
Laminaria Japonica Extract Rouges 0.019% 
Laminaria Japonica Extract Other makeup preparations 0.018% 
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Laminaria Japonica Extract Skin cleansing (cold creams, cleansing 
lotions, liquids and pads) 

0.0055% 

Laminaria Japonica Extract Face and neck products 
     Not spray 

 
0.011-5% 

Laminaria Japonica Extract Body and hand products 
     Not spray 

 
0.0055% 

Laminaria Japonica Extract Paste masks and mud packs 0.0005-5% 
Laminaria Japonica Extract Skin fresheners 5% 
Laminaria Japonica Extract Other skin care preparations 0.0005% 
Laminaria Ochroleuca Extract Eyeliner 0.63% 
Laminaria Ochroleuca Extract Eye shadow 0.017% 
Laminaria Ochroleuca Extract Eye lotion 0.0034-0.02% 
Laminaria Ochroleuca Extract Hair conditioners 0.017% 
Laminaria Ochroleuca Extract Shampoos (noncoloring) 0.017% 
Laminaria Ochroleuca Extract Tonics, dressings and other hair grooming 

aids 
0.017% 

Laminaria Ochroleuca Extract Hair dyes and colors 0.017% 
Laminaria Ochroleuca Extract Foundations 0.00017-0.02% 
Laminaria Ochroleuca Extract Rouges 0.017% 
Laminaria Ochroleuca Extract Aftershave lotions 0.00024% 
Laminaria Ochroleuca Extract Skin cleansing (cold creams, cleansing 

lotions, liquids and pads) 
0.000024-0.017% 

Laminaria Ochroleuca Extract Face and neck products 
     Not spray 
     Spray 

 
0.0026-0.17% 
0.017% 

Laminaria Ochroleuca Extract Body and hand products 
     Not spray 

 
0.0005-0.017% 

Laminaria Ochroleuca Extract Moisturizing products 
     Not spray 

 
0.0034-0.017% 

Laminaria Ochroleuca Extract Night products 
     Not spray 

 
0.0034-0.017% 

Laminaria Ochroleuca Extract Suntan products 
     Not spray 

 
0.0034-0.05% 

Laminaria Saccharina Extract Eye lotion 0.002-0.019% 
Laminaria Saccharina Extract Eye makeup remover 0.000092% 
Laminaria Saccharina Extract Shampoos (noncoloring) 0.00001-0.045% 
Laminaria Saccharina Extract Tonics, dressings and other hair grooming 

aids 
0.001-0.002% 

Laminaria Saccharina Extract Face powders 0.0008% 
Laminaria Saccharina Extract Foundations 0.01% 
Laminaria Saccharina Extract Nail polish and enamel 0.001% 
Laminaria Saccharina Extract Bath soaps and detergents 0.51% 
Laminaria Saccharina Extract Deodorants 

     Not spray 
 
0.015% 

Laminaria Saccharina Extract Aftershave lotions 0.005-0.023% 
Laminaria Saccharina Extract Preshave lotions 0.23% 
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Laminaria Saccharina Extract Shaving cream 0.023% 
Laminaria Saccharina Extract Skin cleansing (cold creams, cleansing 

lotions, liquids and pads) 
0.000092-0.01% 

Laminaria Saccharina Extract Face and neck products 
     Not spray 

 
0.0031-0.1% 

Laminaria Saccharina Extract Body and hand products 
     Not spray 
     Not spray, not powder 

 
0.000092-0.0031% 
0.54% 

Laminaria Saccharina Extract Moisturizing products 
     Not spray 

 
0.023% 

Laminaria Saccharina Extract Night products 
     Not spray 

 
0.019% 

Laminaria Saccharina Extract Paste masks and mud packs 0.0078% 
Laminaria Saccharina Extract Other skin care preparations 0.0008-0.005% 
Laminaria Saccharina Extract Indoor tanning preparations 0.005% 
Lessonia Nigrescens Extract Paste masks and mud packs 0.032% 
Macrocystis Pyrifera (Kelp) Extract Bath oils, tablets and salts 0.028-1% 
Macrocystis Pyrifera (Kelp) Extract Bubble baths 0.21% 
Macrocystis Pyrifera (Kelp) Extract Other bath preparations 0.0051-0.41% 
Macrocystis Pyrifera (Kelp) Extract Eye lotion 0.2-36.4% 
Macrocystis Pyrifera (Kelp) Extract Eye makeup remover 0.0098% 
Macrocystis Pyrifera (Kelp) Extract Other eye makeup preparations 0.007% 
Macrocystis Pyrifera (Kelp) Extract Colognes and toilet waters 0.084% 
Macrocystis Pyrifera (Kelp) Extract Other fragrance preparations 0.042% 
Macrocystis Pyrifera (Kelp) Extract Hair conditioners 0.001-0.17% 
Macrocystis Pyrifera (Kelp) Extract Shampoos (noncoloring) 0.001-5% 
Macrocystis Pyrifera (Kelp) Extract Tonics, dressings and other hair grooming 

aids 
0.0036-5% 

Macrocystis Pyrifera (Kelp) Extract Blushers 0.0035% 
Macrocystis Pyrifera (Kelp) Extract Face powders 0.0035% 
Macrocystis Pyrifera (Kelp) Extract Foundations 0.018-0.98% 
Macrocystis Pyrifera (Kelp) Extract Lipstick 0.079% 
Macrocystis Pyrifera (Kelp) Extract Rouges 0.019% 
Macrocystis Pyrifera (Kelp) Extract Other makeup preparations 0.018% 
Macrocystis Pyrifera (Kelp) Extract Nail creams and lotions 0.0002% 
Macrocystis Pyrifera (Kelp) Extract Nail extenders 0.00044% 
Macrocystis Pyrifera (Kelp) Extract Nail polish and enamel 0.0011% 
Macrocystis Pyrifera (Kelp) Extract Bath soaps and detergents 0.01-5% 
Macrocystis Pyrifera (Kelp) Extract Aftershave lotions 0.007-0.042% 
Macrocystis Pyrifera (Kelp) Extract Shaving cream (aerosol, brushless and 

lather) 
0.05% 

Macrocystis Pyrifera (Kelp) Extract Skin cleansing (cold creams, cleansing 
lotions, liquids and pads) 

0.00005-1.5% 

Macrocystis Pyrifera (Kelp) Extract Depilatories 0.0002% 
Macrocystis Pyrifera (Kelp) Extract Face and neck products 

     Not spray 
 
0.001-33.3% 
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     Spray 0.79% 
Macrocystis Pyrifera (Kelp) Extract Body and hand products 

     Not spray 
 
0.42-0.98% 

Macrocystis Pyrifera (Kelp) Extract Foot products 
     Not spray, not powder 

0.17% 
0.2% 

Macrocystis Pyrifera (Kelp) Extract Moisturizing products 
     Not spray 

 
0.42% 

Macrocystis Pyrifera (Kelp) Extract Paste masks and mud packs 0.5-0.6% 
Macrocystis Pyrifera (Kelp) Extract Skin fresheners 5% 
Macrocystis Pyrifera (Kelp) Extract Other skin care preparations 0.41-0.98% 
Macrocystis Pyrifera (Kelp) Extract Suntan products 

     Not spray 
 
0.0098% 

Macrocystis Pyrifera (Kelp) Extract Indoor tanning preparations 0.0098% 
Pelvetia Canaliculata Extract Eye lotion 0.00002% 
Pelvetia Canaliculata Extract Mascara 0.0007% 
Pelvetia Canaliculata Extract Hair conditioners 0.0007% 
Pelvetia Canaliculata Extract Hair sprays 

     Aerosol 
     Pump spray 

 
0.0007% 
0.00004% 

Pelvetia Canaliculata Extract Shampoos (noncoloring) 0.0007% 
Pelvetia Canaliculata Extract Tonics, dressings and other hair grooming 

aids 
0.0035% 

Pelvetia Canaliculata Extract Other hair preparations (noncoloring) 0.0007% 
Pelvetia Canaliculata Extract Hair rinses (coloring) 0.0007% 
Pelvetia Canaliculata Extract Hair shampoos (coloring) 0.0007% 
Pelvetia Canaliculata Extract Hair bleaches 0.00004% 
Pelvetia Canaliculata Extract Skin cleansing (cold creams, cleansing 

lotions, liquids and pads) 
0.0004-0.0018% 

Pelvetia Canaliculata Extract Face and neck products 
     Not spray 

 
0.002-0.018% 

Pelvetia Canaliculata Extract Skin fresheners 0.002% 
Pelvetia Canaliculata Extract Suntan products 

     Not spray 
 
0.0044% 

Sargassum Filipendula Extract Hair conditioners 0.0048-0.29% 
Sargassum Filipendula Extract Shampoos (noncoloring) 0.15% 
Sargassum Filipendula Extract Tonics, dressings and other hair grooming 

aids 
0.0001% 

Sargassum Filipendula Extract Hair dyes and colors 0.011-0.29% 
Sargassum Filipendula Extract Skin cleansing (cold creams, cleansing 

lotion, liquids and pads) 
0.002% 

Sargassum Filipendula Extract Face and neck products 
     Not spray 

 
0.8% 

Sargassum Filipendula Extract Moisturizing products 
     Not spray 

 
1.2% 

Sargassum Filipendula Extract Paste masks and mud packs 0.15% 
Sargassum Muticum Extract Eye lotion 0.076% 
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Sargassum Muticum Extract Other eye makeup preparations 2.5% 
Sargassum Muticum Extract Skin cleansing (cold creams, cleansing 

lotions, liquids and pads) 
0.01% 

Sargassum Muticum Extract Other skin care preparations 0.076% 
Sargassum Vulgare Extract Eye lotion 0.011% 
Sargassum Vulgare Extract Shampoos (noncoloring) 0.0075% 
Sargassum Vulgare Extract Tonics, dressings and other hair grooming 

aids 
0.009% 

Sargassum Vulgare Extract Face and neck products 
     Not spray 

 
0.011% 

Sargassum Vulgare Extract Other skin care preparations 0.016% 
Sphacelaria Scoparia Extract Body and hand products 

     Not spray, not powder 
 
0.016% 

Undaria Pinnatifida Extract Other bath preparations 0.0001% 
Undaria Pinnatifida Extract Shampoos (noncoloring) 5% 
Undaria Pinnatifida Extract Tonics, dressings and other hair grooming 

aids 
0.002% 

Undaria Pinnatifida Extract Other hair preparations (noncoloring) 0.0031% 
Undaria Pinnatifida Extract Face powders 0.00001% 
Undaria Pinnatifida Extract Foundations 0.00001% 
Undaria Pinnatifida Extract Makeup bases 0.00001% 
Undaria Pinnatifida Extract Bath soaps and detergents 0.0001% 
Undaria Pinnatifida Extract Face and neck products 

     Not spray 
 
0.00001-0.001% 

Undaria Pinnatifida Extract Body and hand products 
     Not spray 

 
5% 

Undaria Pinnatifida Powder Shaving soap 0.1% 
*Ingredients included in the title of the table but not found in the table were included in the 
concentration of use survey, but no uses were reported. 

Information collected in 2015 
Table prepared: July 3, 2015 

August 17, 2018: Alaria Esculenta Extract: night products changed from 1% to 0.05%; Fucus Vesiculosis 
Extract: body and hand products maximum concentration changed from 6% to 0.03%; Added 

Himanthalia Elongata Extract; Sargassum Muticum Extract: eye lotions changed from 4% to 0.076%;  
other eye makeup preparations changed from 2.5% to 0.076%; other skin care products changed from 2-

4% to 0.076% 
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SUMMARY OF STUDY

TITLE: STUDY OF THE SENSITIZING CAPACITY
<I(ALPAiUANE BATCH 8.05.149)), ACCORDING

MAIBACH METHOD ON 50 SUBJECTS DURING

OF A PRODUCT
TO THE MARZULLI
6 WEEKS.

STUDY REFERENCE: ET-319

PRODUCT: KALPARIANE BATCH 8.05.149

STUDY LOCATION: The study was carried out and the numerical values recorded by the

clinical unit ‘PROCOS’ in Poland: ul. Stowackiego 27/33 lIok. 33/34. 01-592 Varsovie.

INVESTiGATOR: Dr Marlena NOWAKOWSKA

STUDY MONITOR: Dr Eng. Bogdan WICHROWSKI

PROTOCOL: MAXIMALISATION TEST ACCORDING TO MARZULLI-MAIBACH

FOR A PRODUCT

PURPOSE: To evaluate the irritation and sensitization potential of a given product under

dcnnato]ogieal control in the conditions established by the sponsor of the study.

SUBJECTS: 50 volunteers with normal skin corresponding to the inclusion and non-

inclusion criteria established by LISKIN.

TEST DATES: 11/08/08 — 19/09/08

EXPERIMENTAL PLAN: Monocentric study in simple blind trial.

MAIN TOLERANCE PARAMETERS:

- Irritation potential (induction phase)

o Etythema, oedema, dryness, blisters, evaluated by a dermatologist

according to a scale of 0 to 3
Sensitizinz potential (revelation phase)

o Reaction evaluated by the denuatologist according to a scale ofo to 3
established by the ICDRG (International Contact Dermatitis Research

Group)

Name of Product
KALPARIANE BATCH
8.05.149

SensitizIng Potential
Total absence of allergic
reaction

CONCLUSION

ET-31 9

Under the conditions of (his study, the product < KALPARIANE BATCH

8.05.149 >> proved to he non irritant and non sensitizing.

KALPARIANE BATCH 8.05.149 Page 3

fitation}ntiaF
Average Score 0.000
irritant

= non I
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1. QUALITY ASSURANCE

The study was carried out according the ‘Bonnes Pratiques Cliniques’ (Good Clinical

Practices) rules defined by the FDA (FR of 08/08/1978. Part V, Decree number 77N-

0278), by the EEC (Directives number 91/507 and III 3976/88 EN of 11/07/1990) and by

the Minstry of Health of the French Republic.

The study carried about according the the standard operational procedures and according

to the protocol of the study as defined by the instigator of the study. The observation

books and daily notes were checked as were the exactitude of the facts.

The authenticity and truth of the experimental facts collected were confirmed by the

People having taken parT iii the study. See APPENDIX 1.

2. CERTIFICATE OF CONFORMITY

To my knowledge, study ET-3 19 was carried out in accordance with the “Quality

Assurance” quoted above.

No event liable to affect the quality or integrity of the facts occurred.

Dr Eng. B WJCHROWSM

l\Ionitor

1 October 2008

E’l’-319
KALPARIANE BATCH B.05J49 Page 4
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3. METHODOLOGY

3.1 DESCRIPTION OF THE STUDY

3.1.1 Product studied
The product supplied by EUROTEST, has the following characteristics:

Name Of Product DA Nature Of Product Code Of Product Studied

KALPARIANE BATCH
8.05.149

Transparent, greenish oil DA

The product was received 05/08/2008.

3.2 CLINICAL METHODS

3.2.1 Study Objectives

To appreciate the irritation and sensitization capacity of the product using the

sensitization method Mai2ulli-Maibach.

3.2.2 Experimental Plan

This was an open study.

3.2.3 Subjects studied

Inclusion Criteria

• Flealthy volunteer of Caucasian origin

• Age between 18 and 65

• Phototype 11, III and IV

• Nonnal skin

• Subject having given a willing, informed consent in writing

• Co-operative subject advised about the neccssity and duration of the controls

enabling the expectation of a perfect adhesion to the protocol put in place by
t TOTYTKT
LiOfl.ILN.

E’I’-3 19
KALPARIANE BATCh B.05J49 PageS
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Exclusion Criteria

• Pregnant or breast-feeding woman

• Person having been exposed to the sun or UV since less than a month and/or
having received photo patch tests since less than two months

• Subject presenting a hyper irritable skin

• Subject allergic to adhesive bandages and/or cosmetic products

• Subject have a cutaneous pathology in the experimental zone

• Subject having a serious or evolutive illness

• Subject receiving a topical or systematic medical treatment: - anti-inflammatory.
anti-histaminic, immune-suppressors, cortisone and retinoidal

Inclusion

Fifty volunteer subjects were chosen according to the inclusion and exclusion criteria,

and 50 subjects completed the whole study. The following table suinmarises the

information concerning the participation in the study of all the selected subjects.

Not included Included Stopped during Loss of contact
study

Number of -o
subjects
Reason

) Day of event

Characteristics of the subjects

The table below gives a summary of the observations concerning only those volunteers

included in the analysis of data.

Age Medical or surgical intervention
Number of

Sex (Ay Phototype and medical treatment
volunteer

±MES) Before study During study
50 3W 43±2 1:0

I 3M 11 : 50 Cf Table in Appendix II
111:0

3.3 MATERIAL
The patch tests (or epidermotests) used are the FINN CHAMBERS ON SCANPOF®.

The F[N CHAMBER is made up ofan isolation cup that ensures good occlusion.

ET-319
KALPARIANE BAIClI 8.05.1 49 Page 6
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4. APPLICATION OF PRODUCTS

The product is applied to the back.

Application Zone Scapular zones: hornolateral (induction zone) and
heterolateral (revelation zone)

Quantity applied I 25il pure
Frequency Induction phase: 3 times a week during 48 hours

Revelation phase: once a week during 48 hours
Duration Induction phase: 3 weeks

Latent phase: 2 weeks
Revelation phase: I week

Conditions of application The product “KALPARIANE BATCH 8.05.149” was
placed in a cup and applied to the back of the volunteer. A
patch containing no product at all was applied in the same
conditions and served as a non-treated control.
Throughout the induction phase, the homolateral zone was

kept dry. The volunteers had a shower the Sunday
following withdrawl of the patches. being careful not to
put any detergent on the sites. At the revelation phase, no
washing or application of any product was carried out on
the heterolateral zone.

5. STUDY PROCESS

The study was carried out according to the following schema:

Induction phase — three weeks (Wl, W2. W3)

Wi:

Day of the Week lon Tues Wed Thurs Fri Sat Sun

Day of the study DI D2 D3 D4 D5 D6 D7

Application ofProdudf4 +

W2:

Day of the Week Mon Tues Wed Thurs Fri Sat I Sun

I Day of the study DS D9 DI0 Dli I Dl2 D]3 D14

Application of Product 4 4 +

W3:

Day of the Week Mon Tues Wed Thurs Fri Sat Sun

Dayofthestudy D15 D16 D17 D18 Dl9 D20 D21

Application of Product 4 4 +

ET-319
KALPARIANL BATCH 8.05,149 Page 7
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Latent phase — two weeks (W4, W5)

W4:

Day of the Week 1 Mon Tues Wed Thurs Fri Sat Sun

[ Day of the study D22 D23 D24 D25 D26 D27 [ D28

W5:

Day of the Weelc Mon Thes Wed Thurs Fri Sat I Sun

Day of the study D29 D30 D31 D32 D33 D34 ( D35

Revelation phase (double challenge test) — one week (W6)

Day of the week Mon Tues Wed Thurs Fri

Day of the shidy D36 D37 D38 D39 D40

• Application of Product + I
J Readings L L

6. EVALUATION CRITERIA

6.1 Clinical criteria concerning the irritant potential (Induction phase)

After each application, the patch is removed and the reading taken 30 minutes later to

eliminate the effect of pressure. occlusion and removal clue to the material.

The test is negative if the skin maintains a normal aspect.

The four following criteria are evaluated by the dermatologist according to a scale of 0

to 3.

Score Grade CRITERIA description

ERYTHEMA DEDEMA DRYNESS VESICLES

0 Absent Normal appearance Normal appearance Normal appearance Normal appearance

1 Slight Discreet pinkish More palpable than Fine, discreet Palpable rather than

coloration over all visible desquaniation. visible vesicles

the tested surface or rough appearance

noticeable on pan
of the surface

2 Definite Definite rash Visible oederna Visible Visible vesicules

covering the whole desquatnation, scaly

of tested surface appearance

3 Significant Intense rash Possibly spreading Significant Vesicles going

covering the whole beyond the tested desquamation, beyond the tested

of the tested surface surface cracks in the skin zone, or blisters

or spreading
beyond the surface

ET-319
I<ALPARIANE BATCH 8.05.119 Page 8
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6.2 CLINICAL CRITERIA CONCERNING THE SENSITIZING POTENTIONAL

(REVELATION PHASE)

In the event of an allergic reaction during the induction or revelation phases, this is

scored according to the criteria of the ICDRG (International Contact Dematitis

Research Group)!

Criteria ICDRG Score 1 Numerical Score
No reaction 0 0
Suspected reaction 7
Erythrna and Oedema + 1
Erytluna, Oederna and ++ 2
vesicles
Strong reaction with +++ 3
presence of blisters or post
bulbous ulcers

6.3 EVALUATION METHOD

6.3.1 Irritation Capacity — Induction phase

After the 8 readings taken in the induction phase, the average score of each volunteer

is calculated by adding the scores obtained to each of the readings and divising this

sum by the effective number of readings (a reading will not be taken into account if

there is a reaction to the control or general in-itation).

The irritation capacity of the product will be evaluated during the induction phase, by

taking the average of the reactions.

The irritation capacity of the product is detemuined according to the following

fonnula:

1)19 . N 1 1)10 N
(Escores D1..,——readIngs)vol1+•+Escores Di...—— readings,jvolN]

Average score = .

ut’ rnb e r of vol Ufl teers (N)

Average Score Irritation Capacity
0— 0.08 Non irritant

0.08 I — 0.16 Very slightly irritant
0.161 — 0.56 Slightly irritant

0.56 1 — 1 Moderately irritant

1.001 — 1.6 Definitely irritant

>1.6 Very definitely irritant

ET-319
KALPARIANE HATCH 8.05.149 Page 9
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6.3.2 Sensitizing Capacity — Revelation Phase

An eventual allergic reaction during the induction or revelation phases will be noted

from 0 to 3 according to the ICDRG (International Contact Dennatitits Reasearch

Group) criteria — see table in paragraph 6.2.

During revelation, one reading will be taken 30 minutes after removal of the patch

tests. then 48 hours later.

The sensitizing capacity of the product will be evaluated during readings on D38 and

D40 (revelation phase) according to the following criteria : reaction ±+ (2) or +++ (3).

The appearance of only one case of active sensitization on the heterolateral side will

lead to the conclusion: “Product potentially sensitizing”.

6.4 PREMATURE STOPPAGE

The subjccts have the right to withdraw from the trial at any moment for whatever

reason.

Premature stoppage may he due to multiple reasons:

• Non respect of the calendar of visits by the subject

• Undesirable events (including intercurrent diseases)

• Violations and deviations from the protocol

• Exits after withdrawal of the subject’s consent

6.5 PROTOCOL AMMENDMENTS

None.

7 RESULTS

7.1 IRRITATION CAPACITY: INDUCTION PHASE
The TABLE OF READINGS during the induction phase is presented in APPENDIX

III.

These readings carried out 30 minutes after withdrawal of the patch-tests showed the

following results:

Produit PA I D3 D5 PS PlO D12 D15 P17 019 Conclusion

KALPARIANE T%:O T*:0 T+:0 T+:0 T+:0 T+:0 T+:0 TF:0 Non irritant

Batch 8.05.149 0:50 0:50 0:50 0:50 0:50 0:50 0:50 0:50 (llU<0.000)

Given the results, the product “KALPARIANE BATCH 8.05.149” may therefore be

cotis dered as non irritant it itcier the conditions of this study (score below 0.080).

ET-319
KALPARIANE BATCH 8.05.149 Page 10
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7.2 SENSITIZING POTENTIAL: REVELATION PHASE

The TABLE OF READINGS during the revelation phase is presented in APPENDIX

IV.

The readings can-ied out 30 minutes and 48hours afier withdrawal of the patch tests of
revelation gave the foiiowing results:

Product DA Zone
Day of Reading Global Result

D38 D40
T+:0 T-f-:0

Reading DA : 0:50 DA : 0:50
Hornolateral ?:0

zone 1:0 1:0

KALPARIANE
2:0 2:0

BATCH
3:0 3:0

3.05.149
T±:0 T+:0

Non sensitizing

Readings DA : 0:50 DA : 0:50
heterolateral ?:0

zone 1:0 1:0
2:0 2:0
3:0 3:0

T+ = Positive contrcil
DA = KALPAIUANE BATCH 8.05.149
IRR = global irritation
MV = Missing value

The product “K$LPAIUANE BATCH 8.05.149” can therefore be considered as

non sensitizing under the conditions of this study.

8 CONCLUSION

Under the conditions of this study. the product “KALPAR1ANE BATCH

8.05.149” proved to be non irritant and non sensitizing.

ET-319
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APPENDIX II

CHARACTERISTICS OF VOLUNTEERS
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CHARACTERISTICS OF VOLUNTEERS

51cm Surgical or medical
. type events and

Subject Subject Sex:
N° Code

Age MIF
Phototype (Nonnal treatments

or Before During
Sensitive study study

I LENMA 40 F II N - -

2 OLEST 57 M II N - -

3 ZAJAR 20 M II N - -

4 MARMA 44 M II N - -

5 SWIAD 28 M II N - -

6 LUKRE 20 M II N - -

7 WASBO 25 M II N - -

8 KOSZO 31 F Ii N - -

9 BRYAN 58 F II N - -

10 CIBMA 61 F II N - -

11 DABPA 23 F U N - -

12 FROLE 51 F II N - -

13 SZCJA 50 M 11 N - -

14 KORWA 58 F H N - -

15 RUSPI 28 lvi 11 N - -

16 RUDMI 61 F IT N - -

17 SKABR 65 F TI N - -

18 SADI-IA 65 F TI N - -

19 GALFE 58 F II N - -

20 ROMWI 62 F II N - -

21 KOZEW 20 F II N - -

22 SWIAN 56 F II N - -

23 OTWIW 49 F II N - -

24 STAEL 61 F 11 N - -

25 STRWA 62 F II N - -

26 ROPWI 31 F IT N - -

27 KOWHU 27 M 11 N - -

28 MUSWL 63 F II N - -

29 SOKKR 21 M IT N - -

30 SZEHE 65 F 11 N - -

ET-319
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APPENDIX III

TABLE OF READINGS

INDUCTION PHASE
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APPENDIX IV

TABLE OF READINGS

REVELATION PHASE

E]’-319
KALPARIANE BATCH B.05.149 l’uge 20
2 4/09/2008
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TABLE OF READINGS — Revelation phase

ET-3 19

I S Lost sight C = Conirol DA = KALPARIANE BATCH 8.05.1-19

KALPARIANE BATCH B.05.149 Page 21

D40 homolateral D40 heterolaeral
Volunteer D38 Homolateral zone D38 heterolateral zone

N°
zone zone

C DA C DA C DA C DA
1 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 0
5 0 0 0 0 0 0 0 0
6 0 0 0 0 0 0 0 0

7 0 0 0 0 0 0 0 0
8 0 0 0 0 0 0 0 0

9 0 0 0 0 0 0 0 0

10 0 0 0 0 0 0 0 0
11 0 0 0 0 0 0 0 0
12 0 0 0 0 0 0 0 0

13 0 0 0 0 0 0 0 0
14 0 0 0 0 0 0 0 0
15 0 0 0 0 0 0 0 0

16 0 0 0 0 0 0 0 0
17 0 0 0 0 0 0 0 0

18 0 0 0 0 0 0 0 0

19 0 0 0 0 0 0 0 0

20 0 0 0 0 0 0 0 0

21 0 0 0 0 0 0 0 0

22 0 0 0 0 0 0 0 0

23 0 0 0 0 0 0 0 0

24 0 0 0 0 0 0 0 0

25 0 0 0 0 0 0 0 0

26 0 0 0 0 0 0 0 0

27 0 0 0 0 0 0 0 0

28 0 0 0 0 0 0 0 0

29 0 0 0 0 0 0 0 0

30 0 0 0 0 0 0 0 0

31 0 0 0 0 0 0 0 0

32 0 0 0 0 0 0 0 0

33 0 0 0 0 0 0 0 0

34 0 0 0 0 0 0 0 0

35 0 0 0 0 0 0 0 0

36 0 0 0 0 0 0 0 0

37 0 0 0 0 0 0 0 0

38 0 0 0 0 0 0 0 0

39 0 0 0 0 0 0 0 0

40 0 0 0 0 0 0 0 0

41 0 0 0 0 0 0 0 0

42 0 0 0 0 0 0 0 0

43 0 0 0 0 0 0 0 0

44 0 0 0 0 0 0 0 0

45 0 0 0 0 0 0 0 0

46 0 0 0 0 0 0 0 0

47 0 0 0 0 0 0 0 0

48 0 0 0 0 0 0 0 0

49 0 0 0 0 0 0 0 0

50 0 0 0 0 0 0 0 1 0

24/09/2008
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MANUFACTURING PROCESS

KALPARIANE AD

HARVESTING / IDENTIFICATION (‘AlaHa Esculenra)

I
DRYING

I
GRINDING

I
EXTRACTION WITH THE SOLVENT
CAPRYLIC/CAPRIC TRIGLYCERIDE

I,
FILTRATION

i
QLALITY CONTROL

I
PACKAGING

QUALITY CONTROL

Production ManaEer
Jean-Marc CA TROUX

810 TECHMA RINE (10/5/2015)
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Date demise & Jour /Updat& date: 02/12/2016
KALPARIANETh1 AD

1 INC NAME: Capq’lic/Capric Triglyceride — Algae extract’
‘Retired EPIC! ‘james will be retained for publication for an interh,, peri1 of time. During tills transition period, trade navies maintain
their assignilietit to retired names, but are also desig,iated by the new rnweirclntsre so tiat ICTS may update product labels,
docu,nentation, technical literature, etc. wije,, econon:icallyfrasible.
CAS :73398-61-5—92128-82-0
EINECS : 277-452-2 — 295-780-4
Produit conforme Mass Balance (RSPO) BVC-RSVO-1-1972708497 I Product Mass Balance
compliont(Rountable for Sustainable Paine Oil (RSPO)) BVC-RSPO-1-1972708497

2. Ci ESG jfriq c[racj- 7?c k

&srr i’ /C0,’e. C

DONNEES PHYSICOCHIMIQUES 7— rr r,
PHYSICO-CHEMICAL DATA

Numéro de reference) Reference iitt,nber: STANDARD

CARAO’ERISTIQUES METHODES STANDARD
CHARACTERISTICS METHODS STANDARD

Confonnité Mass Balance PO-HSE-004 Confonne
Mass Balance confonnity Conform

Aspect MO PHY 002 Liquide limpide huileux
Aspect Oily limpid liquid

Couleur MO PHY 002 Jaune-vert pale a vest foncé (1 a 7 UG)
Colour Pale yellow green to dark green (Ito 7 UG)

Odeur MOPHYOO2 Faible
Odour Slight

Densité (20°C) MO PHY 024 0,920 - 0,950
Density

Indice de refraction (20°C) MO PHY 008 1,440a - 1,460
Refract ftc index

Indice de péroxyde’ MO PHY 034 <3 meq d’oxygène actiff kg
Peroxyd index’ <3 mneq of active oxygen/kg

Spectre UV MO PHY 013 Confonne au témoin
U’! spectrune Similar to the standard

Spectre IR MO PHY 011 Conforme au témoin
JR spectrum Similar to the standard

Solvant Mélange de triglycerides d’acides gras saturés (CSCIO) d’odgine végétale
Solvent Mixture of triglycerides of saturatedfatty acids (CSCIQ) of vegetal origin.

Métaux lourds’
Heavy metals’ (ppm)

• Arsenic <2
Arsenic

• Cadmium <3
Cndnziu,n

• Plomb <5
Lead

• Nickel <2
Nickel

]ocA:nC L

• Argent <5
Silver

• Mercure <1
Mercunj

‘leneurs garanties says contrOle stahshque / Contents guaranteed under statistical control

0.,w,.l.1,ta,,ric 7_I fl PU 1fl6fl0,,ntr,co’ I NAMI It’ +13 1111 ‘J695 II 12

P;ior

i?Iec;
LVlarIn?
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jvlaqipe

KALPARIANE AD
INCI NAME: Capq’lidCapric Triglyceride — Algae exiract*
‘Retired INCI name’s toil! be retained for publication for an interim period of flute. Otirñtg tI is ronsitirni period, trade names maintain
flair assignment to retired names, bid are also designated by the flew nomenclature so flint users may update product labels,
docuiuentalio,i, technical literature, etc. when economically feasible.
CAS : 73398-61-5 — 92128-82-0
EINECS : 277-452-2 — 295-780-4
Produit confonue Mass Balance (RSPO) BVC-RSPO-I-1972708497 / Product Muss Balance
compliant (1? ountable for Sustajuable Palm Oil (ESPO)) BVC-RSPO-I-1972708497

DONNEES MICROBJOLOGIQUES
MICROBIOLOGICAL DATA

Numero de reference / Reference number: STANDARD

CARACTERISTIQUES METHODES STANDARD
CHARACTERISTICS METHODS STANDARD

Germes totaux** MO MIC 002 I NP EN ISO 21149 < 100
Total gernls**

Germes Pathogènes
Pathogens

- Staphylococcus aureus MO MIC 012 I NF EN ISO 22718 Absence
None

- Candida aibicans MO MIC 010 / NP EN ISO 18416 Absence
None

- Pseudomonas aeruginosa MO MIC 011 / NF EN ISO 22717 Absence
None

- Escherichia coil MO MIC 025 / NP EN 150 21150 Absence
None

Levures / Moisissures** MO MIC 021 / NE EN ISO 16212 < 100
Yeasts /Moulds**

résukaEs sont indiqués en UFC/mL pour les liquides et en UFCIg pour les solides
Results are indicated in CFU/InL for the liquids and in CFU/g for the solids

CO N FORM F
CERTIFIED TRUE AND CORRECT

RESPONSASLE CONTROLE QUALITE: P. SOUBIES
QUALITY CONTROL MANAGER

01 DEC. 2016

CO N EQ RM F
CERTIFIED TRUE AND CORRECT

ASSURANCE OUALITE : A. HAMON
QUAUTYASSUR4NCE

hi gi ,.i.rnc it B P71 -222(g) h’ir,n IRA%L TdI ‘Ii i}i29n’,c II 1

Pam 4/4
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cosderma
LABORATOIRE

REPORT

VERIFICATION IN HUMANS OF THE SKIN COMPATIBILITY OF A COSMETIC PRODUCT AFTER
SINGLE APPLICATION UNDER DRESSING

24 hour Patch Test

Product tested:

OLEA ALARIA LOT 604136

45% A)atmc scJi&nIq

7 75 ,o CcrryI.tc / (QpPIC r.-ij)yrrr.c/°5

Sponsor BIOTECHMARINE
ZI — BP 65
2260 PONTRIEUX

JA/CL Bordeaux, 5 January 2007

LABORATOIRE COSDERMA
SERVICE DERMATOLOGIE DU PR ALAIN TAIEB email: Iaboratoireccosderrnacom
GROUPE HOSPITALIER SAINT ANDRE TEL: 0556947540
1 RUE JEAN BURGUEr BP 50057 33023 BORDEAUX CEDEX FA)Q 0556794975

Distributed for Comment Only -- Do Not Cite or Quote 
 



CONTENTS

1-Aim of the study p.3

2- Methodology

3- Date the study was carried out

4- Product studied p.4

5- Volunteers

6- Evaluation p.6

7- Results and discussions p.9

8- Conclusion

9-Annex 1: Typology of volunteers p.11

10- Annex 2: Control of observance p.12

11-Annex 3: Skin examinations p.13

Distributed for Comment Only -- Do Not Cite or Quote 
 



1-Aim of the study

The aim of this study was to evaluate the skin compatibility of the product “OLEA ALARIA LOT
604136” after single application on the skin for 24 hours in 10 volunteers.

The skin compatibility of the product was verified by a visual examination of the experimental area
carried out by the investigator, or by the technician under his authority.

Since this study aimed at a better knowledge of the skin compatibility of the product studied and the
foreseeable risk for the participating volunteers was tiny, there was a good accord between the aim of
the study and the potential risks.

2- Methodology

2.1 Experimental Plan

This study had no direct individual benefit; each participating volunteer was his own control.
This study was single centre, conducted openly.
The duration of the study was 24 hours and comprised 2 visits to the Institute (TO, T24 hours).

In

- inclusion - removal of patch
- fitting of patch - visual examination, 15 minutes after removal of patch

2.2 InvestIgating Centre

Laboratoire COSDERMA
Service de dermatologie du Pr Taleb — Groupe Hospitalier Saint André
1 rue Jean Burguet — BP 50057
33023 Bordeaux Cedex
Tel: 05 56 94 75 40
email: laboratoire@cosderma.com

2.3 Place of the Investigation

Service de dermatologie du Pr Taleb
Groupe Hospitalier Saint André
1 rue Jean Burguet
33000 Bordeaux

2.4 Technical Team

Investigator Prof Alain Taleb

Technician: Chrystelle Latxague

3- Date the study was carried out

Start: 3 January 2007

End: 4January2007
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4- Product studied

4.1 Information

The information passed on by the sponsor accompanying the sample was the letter of undertaking
concerning in particular the conformity of the formula with the regulations in force and its safety.

4.2 Identification

Name Ref I Quantity for the I Packaging quantity
I J study I

OLEA ALARIA I LOT 604136 I 5 ml 1 x 5 ml

6.3 Normal conditions of use

Name I Method of use

OLEA ALARIA LOT 604136 site I
Cosmetic raw material

4.4 Conditions of use during the study

For the study, the area of application chosen was the back.

Conditions
Product Type of of Contact Quantity Control time

dressing time applied on Dlapplication

OLEA ALARIA Occlusive 15 minutes24
LOT 604136 (Finn Pure

hours 20 p1 after removal of
chambers®) patch

Finn Chambers®: Occlusive dressing composed of an aluminium cup of 8mm diameter (surface 50
mm on which 20 p1(20 mg) of product is deposited.

A control patch, corresponding to the type of dressings used, containing an ad hoc quantity of water for
injectable preparation, was applied at the same time.
The patch removal was carried out by the investigator, or the technician under his responsibility.
The quantities of product were measured using a single-use syringe.

5— Volunteers

5-I Panel

The panel of volunteers participating in the study was representative of the population that may use the
product. All volunteers selected met the inclusion and non-inclusion criteria.

5-2 Population

The number of volunteers participating in the study was 10.
The number of volunteers whose data is presented is 10.
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5-3 Inclusion criteria

The inclusion criteria were as follows:

- age: 18to65
- sex: female
- phototype (Fitzpatrick): Ito Ill
- all skin types
- able to give written informed consent
- affiliated to Social Security

All volunteers met these inclusion criteria. The typological characteristics of the volunteers are
presented in Annex 1.

54 Non-inclusion criteria

The non-inclusion criteria were as follows:
- Skin marks in the experimental area that may interfere with the evaluation of skin reactions

(pigmentation problems, elements of scars, too much hair, too many freckles and moles, sunburn,
etc.)

- Eczema-type reaction not yet completely disappeared, pigment or healing sequelae of previous
tests in the experimental area

- Allergy to gum rosin or nickel
- Allergy or reactivity to the same category of products
- Skin hyper-reactivity
- Reactivity to ethyl alcohol or adhesive plaster
- Participation in the 12 months preceding the study in over 5 tests using maximisation, of which no

more than 3 for hypoallergenidily research
- Intensive sun exposure within the month preceding the study
- Planned intensive sun exposure (natural sun or UVA sunbed) during the period of the study
- Intention to bathe in a bathtub, sea or swimming pool or use a sauna or Turkish bath during the

study
- Intensive or regular practice of one or more sports whereby temporary interruption would cause a

problem
- Withdrawal of treatment based on Vitamin A acid or its derivatives less than 3 months before the

start of the study
- Withdrawal of topical codicosteroid treatment on the experimental area less than 8 days before the

study
- Withdrawal of PUVA or UVB treatment less than one month before the study
- Planned vaccination during the period of the test, last vaccination within the 3 weeks preceding the

study

No volunteer corresponding to these criteria was included.

5-5 Constraints of the study

The constraints of the study were as follows:
- No application of products other than those tested on the experimental area
- No wearing of clothing that is too tight or responsible for compression in the experimental area, or

that may cause rubbing and loosening of the dressing
- No bathing in bathtub, sea or swimming pool and no sauna or Turkish bath during the study
- Protection of the experimental area when taking a shower, no violent water projection and no

soaping this area to avoid loosening the dressing or the appearance of intercurrent phenomena, and
very careful wiping if necessary

- No excessive sweating and no intensive physical activity that may entail loosening of the dressing
- No exposure to intensive sun (natural sun or UVA sunbed) throughout the duration of the study,

particularly when the dressing has been removed
- Keep to usual hygiene habits on the face and body
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- No anti-allergy or anti-inflammatory treatment (systemic or topical corticosteroid) or those based on
Vitamin A acid or its derivatives on the day of the study (if therapeutic need: withdrawal from the trial
envisaged)

All constraints of the study were respected by the volunteers.
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5.6 Control of observance of the terms of the protocol

The nvestigator verified whether the constraints had been respected.

The summary of the responses to the various questions asked is attached in Annex 2.

In the event of deviations to the protocol, they were analysed and the investigator assessed their
impact on the validity of the results.

All constraints of the study defined in the protocol were respected by the volunteers.

6- Evaluation

6-1 Schedule

. Start Contact timeSequencing of the study
TO T24 hours ± 2 hours

Selection of volunteers X
Allocation of volunteer n° X
Volunteer information X
Informed consent signedt X
Application of dressings by the technician X
Removal of patch by the technician X
Evaluation criterion (15 mins after removal
of patch)

The fact that the application of the product and the clinical examinations had been perfectly controlled,
the population of volunteers and the duration of the study made it possible to verify the skin
compatibility of the product studied and to assess any irritation.

tA duplicate of the participation consent was given to the volunteers on the day of the inclusion visit for
the study. The original will be kept by the investigator.

6-2 Evaluation of skin compatibility

Principle and bthliographies

The skin compatibility was verified via the application of dressings on the skin which create a certain
occlusion of the products and encourage their penetration. Under these maximising experimental
conditions, the irritant potential of the products can be revealed more easily.

The methodology has been the subject of many publications, including:

Comment tester les produits cosmétigues?, Dermatologie Pratique, 2003, n° 273, 14

Reactive changes in human epidermis following simple occlusion with water, Contact Dermatitis,
Mikulowska A, 1992, 26,224-227

Test strategies for development of cosmetic products using dermatological test models, Seifen-Ole
fette-wachse, Matthies W, 1991, 117,42-43

The Duhring Chamber: an improved technique for epicutaneous testing of irritant and allergic reactions,
Contact Dermatitis, Frosch PJ & Klingmann AM, 1979, 5, 73-81

Appraisal of the safety of chemicals in Food, Drugs and Cosmetics, FDA (ed), Draize JH, 1959, 46-45
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• Methodology, patching material

The roducts were deposited on the dressings extemporaneously using a ImI syringe. The dressings
were applied subsequently on the skin as quickly as possible, carefully avoiding the areas exposed to
rubbing or various compressions. The investigator, or the technician under his authority, verified that
the skin area concerned was clear of the presence of any beauty spots, scars and skin trauma. The
type of dressing, the maximum number of products possible to be tested, the quantity of the product to
be applied, the methodology of application and removal of the dressings and the visual clinical
examination complied with the benchmark laboratory procedures for this type of study. The site of
application of the products chosen was the back.

• Environmental conditions

The environmental conditions imposed on the volunteers were as follows:

- controlled temperature: F = 20°C ± 2°C
- relative humidity: RH = 45% ± 15%

• Clinical examination

- Sites

The investigator, or the technician under his authority, carried out a visual check of each experimental
area under standardised “daylight” lighting.

- Frequencies

The visual check was carried out at T24 hours ± 2 hours, 15 minutes after removal of the patch (or
more if redness appeared upon removing the patch).

• Evaluation criteria

- clinical signs

. laboratorydescription
code

Intensity appearance score

Erythema E * mild = 1
Qedema Ce -ordinal 3-point scale -erythema: * moderate = 2
Drying D * mild diffuse * severe = 3

‘ moderate * isolated * diffuse = d
Colouring C * severe * peripheral * isolated = p

* peripheral = pen
Blackhead
microcyst’ Co, Ml -counted

-ordinal 2-point
. scale: *1t02=1Vesicle, weal V, Pa

* to 2 vesicles * >2 = 2• vesicles > 2
Blister, crust Ru, Cr -described * if described = 2

The investigator, or the technician under his authority, noted every clinical sign, its location, its
intensity, its evolution, and any drug treatments taken. He established the usual or unusual nature of
the clinical sign, questioning the volunteer on what he observes in everyday life upon using similar
products.
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- Feelings of discomfort

laboratory
intensity scoredescription

code
Warmth Ech
Tingling P1 -ordinal 3-point scale: * mild = 1Pruritus * mild

* moderate = 2Pr(itching) * moderate * severe = 3Pulling Ti * severe
Burning Br

• Expression of the results

All volunteers having been the subject of visit TO was taken into account for the evaluation of the skin
compatibility. The expression of the results of the skin examination and the questioning complied with
the benchmark laboratory procedure for this type of study.

The individual results were expressed:

• as a percentage of reactive volunteers, taking account for this calculation only of the clinically
detectable clinical signs such as erythema, oedema, ulcer, blister, papule, crust;

• descriptively for the other signs detectable visually or the feelings of discomfort; the
percentage of volunteers in whom they were observed able to be calculated if the frequency of
onset of these signs so justified;

• as a skin irritation score, calculated from ‘scores” attributed to the visually detectable clinical
signs.

For each volunteer and at each observation time, a daily individual irritation score (SijI) was calculated,
being the sum of the scores obtained for the signs observed.

For the panel and at each observation time, an average daily irritation score (SliM) was calculated,
which corresponds to the formula:

SiJM = 0 (SijI) I Number of volunteers included

• Interpretation of the results

The investigator concluded absolutely in terms of very good, good, medium or poor skin
compatibility. The interpretation of the results of the skin examination and the questionnaire comphed
with the benchmark laboratory procedure for this type of study.
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7- Results and discussions

The individual data of the skin examination and the volunteer

To sum up:

questionnaire are annexed in Annex 3.

Product Control time Number of Average

on Dl reactive Types of daily % of

volunteers reaction irritation reactive

OLEA 15 minutes
score SijM volunteers

ALARIA after
0

LOT 604136 removal of 0 I

patch

0%

8- Conclusion

Under the experimental conditions adopted, the product ‘OLEA ALARIA LOT 6041 36 has very good
skin compatibility.

Signatures and dates:

Prof Alain Taleb (Dermatologist)

Investigator

161112007

[signature]

Jerome Asserin
Study Director

9/01/07

[signature]

Chrystelle Latxague

Clinical Assistant

08(01/07

[signature]

BlotechMoflne
Z.I. BP7Z
22260 Ponft$etjx (FR)
Tel: ÷33(0)296953132
Fox: +33(0)296953130

tOfltoCt@bIofech7)onn.com

Amour ADJADOHUN
Quality Manager

09/01/07

[signature]

qpø4 cALvE
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ANNEXES
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TYPOLOGICAL CHARACTERISTICS OF THE VOLUNTEERS

Volunteers
Sex phototype* Healthy skin

Ref Surname Age (years)
F=female on backforename

1 PANTIE 22 F II X
2 CARRIE 54 F fl X
3 PLAZII 49 F Ill X
4 MEZNA 39 F III X
5 SAINIR 26 F I X
6 DRUI/S 37 F I II X
7 BOUS/C 42 F } II X
S NAKPJG 32 F II X
9 MCRSIG 18 F I I X

10 LARRID 46 F j II X

Keys: / = no X = yes

phototype according to Fitzpatrick, established on the principle of first exposure of 30 to 40 minutes
to the sun after winter or a period without exposure of an equivalent period:

TYPE HAIR SKIN FRECKLES I SUNBURN
constantI red pale

never tans
II blond fair ++ frequent

slight_tan
blond sometimesfair +Ill
fair light to olive tan

noneIV brown olive o
dark_olive_tan

V black and frizzy black o o

Annex 1
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Annex 2

CONTROL OF OBSERVANCE
Constraints

Number of Percentage of
Constraints volunteers volunteers

(10 exploitable results) having respected having respected
the constraints the constraints

No application of products (other than that
tested) on the experimental area

10 100%
Deviation: none
No wearing of clothing that is too tight or
responsible for compression in the
experimental area, or that may cause rubbing

10 1000/and loosening of the dressing

Deviation: none
No bathing (in bathtub, sea or swimming pool)
and no sauna or hammam during the study

10 100%
Deviation: none
Protection of the experimental area when
taking a shower, no violent water projection
and no soaping this area to avoid loosening
the dressing or the appearance of intercurrent

10 100°!phenomena, and very careful wiping if
necessary

Deviation: none
No excessive sweating or Intensive sport that
may entail loosening of the dressing

10 100%

Deviation: none
No exposure to intensive sun (natural sun or
UVA sunbed) throughout the duration of the
study, particularly when the dressing has

10 100%been removed

Deviation: none
No anti-allergy or anti-inflammatory treatment
(systemic or topical cofticosteroid) or those
based on Vitamin A acid or its derivatives
throughout the study — no medication that 10 100%
may interfere with the study

Deviation: none
No vaccination during the study

10 100%
Deviation: none

Distributed for Comment Only -- Do Not Cite or Quote 
 



Annex 3-1

VERIFICATION OF SKIN COMPATIBILITY

Product N° 1: “OLEA ALARIA LOT 604136’ (Finn chambers)

Volunteers Skin examination

R f
Surname (15 mInutes after removal of SIJIe forename patch)

1 PANT/E I
2 CARRIE I /
3 PLAZII / I
4 MEZNA I /
5 SAIN/R I /
6 DRUIIS I
7 BOUS/C I /
8 NAKNG I /
9 MORS/G I /
10 LARR/D / I

[ S1JM 0

Keys: / = no clinical sign
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Annex 3-2

VERIFICATION OF SKIN COMPATIBILITY

Product N° 2: Control (Finn chambers)

Volunteers Skin examination

Ref Surname (15 minutes after removal of SijI
forename patch)

1 PANT/E I /
2 CARR/E I /
3 PLAZ/I I /
4 MEZNA I I
5 SAIN)R I I
6 DRUIIS I /
7 BOUSIC I /
S NAKNG I /
9 MORSIG I I
10 LARRID I /

SIJM 0

Keys: / = no c!inicaI sign
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UNITIS - CIR SAFETY REPORT ON BROWN ALGAE-DERIVED INGREDIENTS AS USED IN COSMETICS - SEPTEMBER 12, 2018

Please note that the % of brown algae contained in each below mentioned EXTRACT ranges between 0.5 and 10%

INCI name PCPC
chemical 

characterization data
dermal toxicity data dermal irritation and sensitization data -% test description of the method of manufacture solvent used to extract algae

presence of arsenic presence of iodine

Water (and) Cystoseira Baccata Extract / acute cutaneous 

tolerance on the adult 

volunteer : Patch-test 24 

hours

The results obtained 

under the experimental 

conditions retained 

showed that the product 

applied

pure and locally under 

an occlusive dressing 

during 24 hours, on the 

skin of 10 volunteers, 

was

found to be no irritating.

Evaluation of the allergenic potential after repeated 

cutaneous applications over 50

volunteers.

Results obtained under experimental conditions 

showed that the product was found to be no irritant 

with regard to the cutaneous tolerance and did not 

induce any significant skin reaction of contact allergy. 

It can be thus qualified as hypoallergenic. 

Concentration test : 100 %

extraction with water water arsenic mineral : 8,8 

mg/kg (FCC V 

method), arsenic : 20 

ppm (ICP-OES 

method)

/

caprylic/Capric Triglycerides (and) Cystoseira 

Tamaricifolia Extract

/ acute cutaneous 

tolerance on the adult 

volunteer : Patch-test 24 

hours

The results obtained 

under the experimental 

conditions retained 

showed that the product 

applied

pure and locally under 

an occlusive dressing 

during 24 hours, on the 

skin of 10 volunteers, 

was

found to be no irritating.

/ extraction with supercritical CO2 CO2 <1 mg/kg 

(colorimetry 

method)

Water (and) Dipropylene glycol (and) Himanthalia 

elongata extract

/ acute cutaneous 

tolerance on the adult 

volunteer : Patch-test 24 

hours

The results obtained 

under the experimental 

conditions retained 

showed that the product 

applied

pure and locally under 

an occlusive dressing 

during 24 hours, on the 

skin of 10 volunteers, 

was

found to be no irritating.

/ extraction with water and dipropylene glycol water/dipropylene glycol <9 mg/kg (alcaline 

mineralisation and 

potentiometric 

method)

Page 1
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UNITIS - CIR SAFETY REPORT ON BROWN ALGAE-DERIVED INGREDIENTS AS USED IN COSMETICS - SEPTEMBER 12, 2018

Water (and) Laminaria digitata extract (and) Sea salt / Evaluation of the primary 

cutaneous tolerance on 

the rabbit, the product 

was found to be no 

irritant.

/ extraction with water water 1,5 mg/kg (ICP-MS 

method)

62 mg/kg (alcaline 

mineralisation and 

potentiometric 

method)

Water (and) Glycerin (and) Laminaria Digitata 

Extract

Water (and) Dipropylene glycol (and) Laminaria 

digitata extract

/ Evaluation of the acute 

skin tolerance on the 

rabbit, the product was 

found to be no irritant.

/ extraction with water and dipropylene glycol water/Dipropylene glycol 2,37 mg/kg (ICP-MS 

method)

87 mg/kg (alcaline 

mineralisation and 

potentiometric 

method), average : 

110 ppm

Water (and) Laminaria digitata extract / acute cutaneous 

tolerance on the adult 

volunteer : Patch-test 24 

hours. The results 

obtained under the 

experimental conditions 

retained showed that 

the product applied

pure and locally under 

an occlusive dressing 

during 24 hours, on the 

skin of 10 volunteers 

with sensitivie skin, was 

found to be non 

irritating.

Evaluation of the allergic potential after repeated 

epicutaneous applications on 50

volunteers. The results obtained in the experimental 

conditions retained permitted to conclude that the 

product was found to be very well tolerated at the 

cutaneous level, showing no significant reaction of a 

contact allergy. It can thus be qualified as 

hypoallergenic. Concentration test : 100 %

extraction with water water contains less than 10 

ppm

contains 

approximately 550 

+/- 150 ppm of 

iodine (mean of 12 

analysis performed 

on 12 different 

industrial

batches produced 

between 2003 and 

2006). Maximum 

value : 700 ppm

Water (and) Laminaria digitata extract / Evaluation of the primary 

cutaneous tolerance on 

the rabbit : the product 

was found to be slightly 

irritant.

/ extraction with water water yes, 19,06 mg/kg (ICP-

MS method)

192 mg/kg (alcaline 

mineralisation and 

potentiometric 

method), average : 

300 ppm

water (and) phyllacantha fibrosa extract / / / extraction with water water yes, 11,35 ppm (ICP-MS method)yes, 97 mg/l 

(method ionic 

chromatography), 

average :140 ppm

Water (and) Dipropylene glycol (and) Sphacelaria 

scoparia extract

/ acute cutaneous 

tolerance on the adult 

volunteer : Patch-test 24 

hours. The results 

obtained under the 

experimental conditions 

retained showed that 

the product applied

pure and locally under 

an occlusive dressing 

during 24 hours, on the 

skin of 11 volunteers, 

was found to be non 

irritating.

Evaluation of the allergic potential after repeated 

epicutaneous applications on 50

volunteers. The results obtained in the experimental 

conditions retained permitted to conclude that the 

product was found to be very well tolerated at the 

cutaneous level, showing no significant irritative 

reaction of a contact allergy reaction. It can thus be 

qualified as hypoallergenic. Concentration test : 100 

%

extraction with water and dipropylene glycol Water / Dipropylene glycol yes, 0,73 mg/kg (ICP-

MS method)

15 mg/kg (alcaline 

mineralisation and 

potentiometric 

method)

see phycojuvenine
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UNITIS - CIR SAFETY REPORT ON BROWN ALGAE-DERIVED INGREDIENTS AS USED IN COSMETICS - SEPTEMBER 12, 2018

Water (and) Dipropylene glycol (and) undaria 

pinnatifida extract

/ acute cutaneous 

tolerance on the adult 

volunteer : Patch-test 24 

hours

The results obtained 

under the experimental 

conditions retained 

showed that the product 

applied

pure and locally under 

an occlusive dressing 

during 24 hours, on the 

skin of 10 volunteers, 

was

found to be no irritating.

/ extraction with water and dipropylene glycol water/dipropylene glycol / <9 mg/kg (alcaline 

mineralisation and 

potentiometric 

method)
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Brown Algae Data Profile for September 2018.  Writer – Priya Cherian 
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1. Agarum Cribrosum Extract x                     
2. Alaria Esculenta Extract x            x   x      
3. Ascophyllum Nodosum       x               
4. Ascophyllum Nodosum 

Extract 
x   x      x  x   x    x   

5. Ascophyllum Nodosum 
Powder 

x x                    

6. Cladosiphon Novae-
Caledoniae Extract 

                     

7. Cladosiphon Okamuranus 
Extract 

x                     

8. Cystoseira 
Amentacea/Caespitosa/ 
Branchycarpa Extract 

                     

9. Cystoseira Baccata Extract                      
10. Cystoseira Balearica 

Extract 
                     

11. Cystoseira Caespitosa 
Extract 

                     

12. Cystoseira Compressa 
Extract 

   x               x   

13. Cystoseira Compressa 
Powder 

                     

14. Cystoseira Tamariscifolia 
Extract 

                     

15. Dictyopteris Membranacea 
Extract (Retired) 

                     

16. Dictyopteris Polypodioides 
Extract  

x                     

17. Dictyota Coriacea Extract                      
18. Durvillea Antarctica Extract x                     
19. Ecklonia Cava Extract     x   x            x   
20. Ecklonia Cava Water       x               
21. Ecklonia Kurome Extract                      
22. Ecklonia Kurome Powder                      
23. Ecklonia/Laminaria Extract                       
24. Ecklonia Maxima Extract                      
25. Ecklonia Maxima Powder                      
26. Ecklonia Radiata Extract x                     
27. Eisenia Arborea Extract                       
28. Fucus Serratus Extract  x                     
29. Fucus Spiralis Extract                       
30. Fucus Vesiculosus x                     
31. Fucus Vesiculosus Extract x   x   x            x   
32. Fucus Vesiculosus Powder x                     
33. Halidrys Siliquosa Extract                      
34. Halopteris Scoparia Extract                      
35. Himanthalia Elongata 

Extract 
x                     

36. Himanthalia Elongata 
Powder 

                     

37. Hizikia Fusiforme Extract                    x  
38. Hizikia Fusiformis Water                      
39. Hizikia Fusiformis Callus 

Culture Extract 
                     

40. Hydrolyzed Ecklonia Cava 
Extract 
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Brown Algae Data Profile for September 2018.  Writer – Priya Cherian 
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41. Hydrolyzed Fucus 
Vesiculosus Extract 

                     

42. Hydrolyzed Fucus 
Vesiculosus Protein 

                     

43. Kappaphycus Alvarezii 
Extract  

                     

44. Laminaria Angustata 
Extract (Retired)  

                     

45. Laminaria Cloustoni Extract x                     
46. Laminaria Diabolica Extract                      
47. Laminaria Digitata Extract x                     
48. Laminaria Digitata Powder x                     

49. Laminaria Hyperborea 
Extract 

x                     

50. Laminaria Japonica Extract  x      x    x  x x        
51. Laminaria Japonica Powder       x               
52. Laminaria Longissima 

Extract  
                     

53. Laminaria Ochotensis 
Extract (Retired)  

                     

54. Laminaria Ochroleuca 
Extract 

x            x         

55. Laminaria Saccharina 
Extract 

            x   x   x   

56. Lessonia Nigrescens 
Extract 

x                     

57. Lessonia Nigrescens 
Powder 

                     

58. Macrocystis Pyrifera (Kelp)  x                     
59. Macrocystis Pyrifera (Kelp) 

Blade/Pneumatocyst/Stipe 
Juice Extract 

                     

60. Macrocystis Pyrifera (Kelp) 
Extract 

x          x   x        

61. Macrocystis Pyrifera (Kelp) 
Juice 

                     

62. Macrocystis Pyrifera (Kelp) 
Protein 

x                     

63. Nereocystis Luetkeana 
Extract 

          x   x        

64. Pelvetia Canaliculata 
Extract 

x                     

65. Pelvetia Siliquosa Extract                      
66. Phyllacantha Fibrosa 

Extract 
                     

67. Saccharina Angustata 
Extract 

                   x  

68. Saccharina Japonica 
Extract 

                     

69. Saccharina Longicruris 
Extract  

                     

70. Sargassum Filipendula 
Extract 

x               x      

71. Sargassum Fulvellum 
Extract 

   x                  

72. Sargassum Fusiforme 
Extract  
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73. Sargassum Glaucescens 
Extract 

            x         

74. Sargassum Horneri Extract                       
75. Sargassum Muticum 

Extract 
x                     

76. Sargassum Pallidum 
Extract 

                   x  

77. Sargassum Siliquastrum 
Extract 

                     

78. Sargassum Thunbergii 
Extract 

                     

79. Sargassum Vulgare Extract  x                     
80. Sphacelaria Scoparia 

Extract 
x                     

81. Undaria Peterseniana 
Extract 

                     

82. Undaria Pinnatifida Extract x      x               
83. Undaria Pinnatifida Cell 

Culture Extract 
                     

84. Undaria Pinnatifida 
Leaf/Stem Extract  

                   x  

85. Undaria Pinnatifida Powder x      x             x  
86. Undaria Pinnatifida Root 

Powder 
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                                                                                                        Commitment & Credibility since 1976 

Memorandum 

 

To:  CIR Expert Panel Members and Liaisons 

From:  Bart Heldreth, Executive Director and Jinqiu Zhu, Toxicologist     

Date:  September 14, 2018 

Subject: Wave 2 Submission on Parabens 

 

The submission described below (in WVE092018submission file) regarding parabens was received from Alexandra 

Scranton of Women’s Voices for the Earth (WVE) and is submitted as an attachment to this memorandum.   

 

There were five main issues raised.   

 

1) Parabens exposure via vaginal products 

WVE ask the Panel to consider two articles.  The first is a study published in May 2018, claiming that parabens in vaginal 

products could potentially induce oxidative stress-associated DNA damage in human spermatozoa (Samarasinghe, S. V. A. 

C., et al., "Parabens generate reactive oxygen species in human spermatozoa," Andrology (2018)).  The second study, 

published in 2009, claims paraben-induced gene expression using a yeast model (Mundy, Renee Domergue, and Brendan 

Cormack, "Expression of Candida glabrata adhesions after exposure to chemical preservatives," The Journal of infectious 

diseases 199.12 (2009): 1891-1898).  The ostensible notion of relevance to cosmetic safety is that once such genes were 

stimulated following exposure to parabens, the adherence activity of Candida glabrata (a yeast strain) to vaginal epithelial 

cells can be induced.   

 

2) Bioaccumulation   

Here again, WVE suggest that Wang et al. (reference 91 in this report; "Accumulation of 19 environmental phenolic and 

xenobiotic heterocyclic aromatic compounds in human adipose tissue," Environment International 78 (2015): 45-50) 

demonstrates bioaccumulation in humans.  However, the Panel discussed the merits of this paper at the March 2018 

meeting and found the associations (the age-related differences of paraben levels) purported therein to be equivocal.   

Additionally, Barr et al. (reference 88 in this report) demonstrated that no correlations were found between paraben 

concentrations and age of patient (37-91 years), length of breast feeding (0-23 months), tumor location, or tumor estrogen 

receptor content. 

 

WVE also suggest that the Panel should consider a newly published study (Artacho-Cordón, F., et al., "Environmental 

phenols and parabens in adipose tissue from hospitalized adults in Southern Spain," Environment International 119 (2018): 

203-211) on the human adipose tissue concentrations of “non-persistent environmental pollutants.”  Therein, detection 

frequencies (n=144) and median concentrations were: Methylparaben (100.0%, 0.40 ng/g), Ethylparaben (20.1%, below 

level of detection), Isopropylparaben (0.0%, below limit of detection), Propylparaben (54.2%, 0.06 ng/g), Isobutylparaben 

(2.1%, below limit of detection), and Butylparaben (5.6%, below limit of detection).  Additionally, WVE suggest that 2 

papers by Xue et al., regarding paraben measurements in various tissues of various wildlife, are somehow relevant.  

 

3) Source of exposure 

WVE has proposed that the sources of exposure are mischaracterized in the CIR report.  Most of the papers WVE cite in 

this section have already been covered in the CIR report, including Nassan et al. 2017, Ferguson et al. 2017, Tahan et al. 

2016, and Fisher et al. 2017.  One paper published in 2018 was not covered (Berger et al. 2018); however, similar data 

generated from the same HERMOSA study and from the same laboratory have already been included in the CIR report 

(reference 112 in the report, Harley et al. 2016).  Nowhere does the CIR report suggest that cosmetics are not a source of 
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exposure.  Indeed, all statements of aggregate exposure sources in the CIR report are merely summaries of the above 

references. 

 

4) Particle size of parabens 

Additional particle size data, where relevant, will be added to the report.  However, WVE is again confusing particle size of 

a raw material with particle size resulting from the use of final product formulations in sprays and powders.  According to 

the ECHA dossier, 37.8% of particles in pure Propylparaben are smaller than 10 µm.  However, the maximum use 

concentration of this ingredient in spray formulations is 0.13% and in powder formulations is 0.3%. 

 

5) Margin of safety calculation 

WVE point out the maximum reported concentration of use for Butylparaben is 0.5% (according to the most recent survey 

data), and so suggest using it instead of 0.4% for the MOS calculation. (In the 2008 report, we used the value of 0.4%.)  If 

the Panel agrees, the MOS for Butylparaben can be updated from 270 to 216.   
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P.O. BOX 8743, MISSOULA, MT 59807 • (406) 543-3747 •  WWW.WOMENSVOICES.ORG 

 

September 12, 2018 

To the CIR: 

I am writing to provide additional comments to supplement the previous comments I have submitted on 

the CIR panel’s assessment of parabens.  Women’s Voices for the Earth is very concerned about the 

potential health impacts of parabens, particularly on women’s health.  We appreciate the opportunity to 

comment and your careful consideration of the information provided. 

There are several issues that should be addressed in the next draft of the safety assessment on 

parabens: 

1) There is new research indicating significant hazards to sperm motility from the levels of 

parabens commonly found in vaginally applied cosmetic products.  The research indicates that 

paraben-containing cosmetics applied vaginally prior to intercourse have the potential to 

adversely affect sperm.  In addition, earlier research indicates that exposure to paraben-

containing cosmetic products used vaginally, increased the adherence of Candida to vaginal 

epithelial cells, increasing the potential for yeast infections. It is important for the CIR to 

examine the safety of parabens used in vaginally applied cosmetic products, such as douches, 

vaginal moisturizers and vaginal deodorant suppositories in light of this research. 

2) I previously commented that the CIR’s prior claim that parabens do not accumulate in the body 

is outdated, and not supported by more recent research which finds parabens considerably 

more persistent and accumulative than previously believed.  It is unclear if this previous 

language (which is currently included in the draft safety assessment but in italics) will remain in 

the final version or if it is just there for reference in the draft and will be removed.  It is 

important not to include former language from previous assessments if the scientific 

understanding has changed, so as to avoid confusion. 

3) The vast majority of the literature that has measured paraben exposure with respect to the use 

of cosmetic products has concluded that the use of cosmetics or personal care products is the 

most significant source of paraben exposure, much greater than the contributions from food or 

pharmaceuticals.  The current draft assessment however, still includes language implying that 

non-cosmetic sources of parabens may be significant.  This language should be corrected to 

reflect the most current  information. 

4) Table 4 on particle size ranges of parabens should include data on all the parabens included in 

the report, not just the four currently listed.  This data is available from the ECHA database for 

all the parabens included in this report.  Of note, the ECHA data indicate that for propylparaben, 

37.8% of particles are smaller than 10 microns in diameter, the CIR’s established level of concern 

for inhalation.  This information contradicts the summary claim found in the report that 95-99% 

of particles have diameters greater than 10 microns and are thus unlikely to be inhaled deeply. 
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5) The calculation used to derive a MOS for parabens needs to be updated to reflect more 

conservative product usage amounts and more conservative absorption rates that are 

consistent with data included in other sections of the assessment. 

 

1.) Parabens in vaginally applied cosmetics 

 

There are two recent studies on parabens used in vaginally applied cosmetic products that indicate 

hazards to human health. 

The first is a 2018 study which examined the impacts of cosmetic products (vaginal moisturizers and 

lubricants) which contain parabens on sperm motility.  The study found that the levels of parabens 

found in these consumer products led to oxidative stress and DNA damage that resulted in significant 

impacts to sperm motility and viability.   The researchers concluded: 

 

““The fact spermatozoa may spend several hours stored in cervical crypts during the early stages of 

sperm transport to the egg means that exposure to mM concentrations of parabens for several hours as 

a consequence of the topical application of vaginal lubricants is a realistic situation.” 

“Given that the permitted concentrations (SCCP, 2005) of methylparaben (0.4%  26 mM) and 

propylparaben (0.19%  10 mM) are well above the concentrations shown to be damaging to human 

spermatozoa in this study, the use of these preservatives in commercial products should be re-evaluated 

and couples should be made aware of their potential for harm in a reproductive context.” 

Samarasinghe SVAC et. al. (2018) Parabens generate reactive oxygen species in human spermatozoa. 

Andrology. 2018 May 2. doi: 10.1111/andr.12499. 

 

The second study, from 2009, found that vaginal products containing parabens altered the expression of 

virulence-related genes in Candida glabrata, a vaginal yeast pathogen.  Specifically, exposure to 

paraben-containing vaginal consumer products (including a test of Massengill douche for example) 

increased the adherence of Candida glabrata to human vaginal epithelial cells.  Testing with vaginal 

products that did not contain parabens, did not show this effect. 

Mundy RD and Cormack B (2009) Expression of Candida glabrata adhesins following exposure to 
chemical preservatives.  J Infect Dis. 2009 June 15; 199(12): 1891–1898. doi:10.1086/599120. 
 
Adherence of Candida to vaginal epithelial cells is a significant issue in women’s health.  As explained in 
the following study: 
““Adherence has been shown to play a central role in the pathogenesis of many microbial infections. The adherence 

to various surfaces represents the first step in the mechanisms of pathogenesis and suggests means of controlling 

infection at an early stage.” 

El-Din A, Al-Basri H and El-Naggar M.  (2012) Critical factors affecting the adherence of Candida albicans to the 

vaginal epithelium.  Journal of Taibah University for Science.  Vol. 6, pp 10-18. 2012. 

 

Our research of currently available products indicates that in addition to vaginal moisturizers and 

lubricants, parabens can also found in other vaginally-applied cosmetics including douches, feminine 

washes and vaginal deodorant products. 
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We ask the CIR to address the specific health impacts of parabens in cosmetic products that are 

administered vaginally in the safety assessment. 

 

2) Bioaccumulation of parabens 

I previously commented that the CIR’s prior claim that “parabens do not accumulate in the body” is 

outdated, and not supported by more recent research which finds parabens considerably more 

persistent and accumulative than previously believed.  It is unclear if this previous language (which is 

currently included in the draft safety assessment but in italics) will remain in the final version or if it is 

just there for reference in the draft and will be removed.  It is important not to include former language 

from previous assessments if the scientific understanding has changed, so as to avoid confusion. 

 

Specifically the italicized sections of the draft assessment marked “Previous Discussions” contain most 

of the outdated language regarding bioaccumulation and excretion.  These sections should be removed 

from the final draft so as not to cause confusion.  Also, once removed, it would be helpful for the CIR 

safety assessment to include new summary language in the discussion of the ADME section which better 

reflects the CIR”s current understanding of the potential for parabens to be stored in the human body 

over time. 

 

Currently the Discussion section states:  

 “The Panel adopted that the parabens are relatively lipid soluble compounds, they would tend to 

bioaccumulate in the lipid fraction of the biological tissues. Recent studies have showed the presence 

of parabens in breast, adipose, and placenta tissues. However, the metabolism, the excretion and the 

pharmacokinetics of the parabens made accumulation in the body not an issue.” 

 

It is very unclear how the Panel was able to come to the conclusion from the data presented that “made 

accumulation in the body not an issue”.   

 

As I have commented before, parabens have long been understood both byb the CIR and others to be 

transient in the body, both metabolized and eliminated quickly.  New research has found that this is not 

always the case, and that impacts on health should be considered from exposure to parabens which are 

retained in the body and which build up over time. 

 

This change in thinking is best described by a 2018 study which assessed measured parabens in human 

adipose tissue.  The researchers conclude: 

 

“Urinary concentrations of non-persistent environmental pollutants (npEPs) are widely assessed 

in biomonitoring studies under the assumption that they are metabolised and eliminated in 

urine. However, some of these chemicals are moderately lipophilic, and their presence in other 

biological matrices should also be evaluated to estimate mid/long-term exposure to npEPs and 

its impact on human health.”    

and 
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“To the best of our knowledge, this study is among the very first to contribute evidence on the 

distribution and predictors of environmental phenols and parabens in adipose tissue from an 

adult cohort, showing the widespread presence of certain npEPs in the fat compartment. We 

consider these results of special interest to public health, given the increasing importance of 

adipose tissue as a biologically-active matrix, highly relevant in the development of chronic 

diseases.” 

 

(Source: Artacho-Cordón F et.al. (2018) Environmental phenols and parabens in adipose tissue from 

hospitalized adults in Southern Spain. Environ Int. 2018 Jun 29;119:203-211. doi: 

10.1016/j.envint.2018.05.052.) 

 

Similarly a 2015 study found high concentrations of parabens in human adipose tissue indicating 

bioaccumulation of parabens in humans can occur from chronic exposure over time.  The researchers 

state: 

“Environmental phenols and heterocyclic aromatic compounds are thought to be excreted 
completely from the body. However, relatively high concentrations of these chemicals found in 
human adipose tissues compared to the levels reported in urine suggest that, bioaccumulation 
can occur from chronic daily exposures. For some environmental phenols with endocrine 
disrupting activity, concentration as high as ~5000 ng/g (for BP-3) and 17,400 ng/g (for 
parabens including p-HB) were found in human adipose and these values were close to their 
effective concentration reported in in vitro experiments…”  

 

In addition, the researchers found a positive correlation between paraben levels in fat tissue and age of 

the subject indicating an accumulation over time. 

“…a positive correlation between donor's age and CΣparabens (within the 75th percentile of 
adipose concentrations; n = 15) was observed (Fig. 2), which suggests bioaccumulation in 
human adipose fat.” (emphasis added) 
 

(Source: Wang L, Asimakopoulos AG, Kannan K.  (2015) Accumulation of 19 environmental phenolic and 

xenobiotic heterocyclic aromatic compounds in human adipose tissue.  Environ Int. 2015 May;78:45-50. 

doi: 10.1016/j.envint.2015.02.015. Epub 2015 Mar 10.) 

It is surprising that in direct contrast to the above mentioned study, the current draft assessment’s 

discussion section states:   

“Some studies indicated that no correlations were found between parabens concentration in tissues and age 

groups of subjects, thereby suggests no bioaccumulation.” 

 

I was unable to find any references in the draft assessment to studies which measured both paraben 

concentration in tissues and age groups of subjects other than the Wang study mentioned above (which 

comes to the conclusion that correlations were found between paraben concentrations in tissues and 
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suggested that bioaccumulation can occur.   This statement should be removed from the Discussion 

session unless multiple studies which back up this claim can be added to the assessment. 

 

To further confirm this newer thinking on parabens, bioaccumulation and bioconcentration of parabens 

has also been noted in numerous recent wildlife studies, where animals highest on the food chain are 

commonly found to have the highest levels of parabens in the tissues sampled.   For example: 

 

“In this study, accumulation profiles of six parabens and their metabolites were determined in 254 tissue 

(including liver, kidney, egg, and plasma) samples from 12 species of fish and seven species of birds 

collected from inland, coastal, and remote aquatic ecosystems. In addition, liver and kidney tissues from 

black bears were analyzed. Methyl paraben (MeP) was found in a majority of the tissues, with the 

highest concentration (796ng/g (wet weight [wet wt])) found in the liver of a bald eagle from Michigan. 

4-Hydroxy benzoate (HB) was the major metabolite, found in 91% of the tissue samples analyzed at 

concentrations as high as 68,600ng/g, wet wt, which was found in the liver of a white-tailed sea eagle 

from the Baltic Sea coast.” 

Xue J, Kannan K. (2016) Accumulation profiles of parabens and their metabolites in fish, black 

bear, and birds, including bald eagles and albatrosses. Environ Int. 2016 Sep;94:546-553. doi: 

10.1016/j.envint.2016.06.015. 

 

“The widespread exposure of humans to parabens present in personal care products is well-

known. Nevertheless, little is known about the accumulation of parabens in marine organisms. In 

this study, six parabens and four common metabolites of parabens were measured in 121 tissue 

samples from eight species of marine mammals collected along the coastal waters of Florida, 

California, Washington, and Alaska. Methyl paraben (MeP) was the predominant compound 

found in the majority of the marine mammal tissues analyzed, and the highest concentration 

found was 865 ng/g (wet weight [wet wt]) in the livers of bottlenose dolphins from Sarasota Bay, 

FL. 4-Hydroxybenzoic acid (4-HB) was the predominant paraben metabolite found in all tissue 

samples. The measured concentrations of 4-HB were on the order of hundreds to thousands of 

ng/g tissue, and these values are some of the highest ever reported in the literature. MeP and 4-

HB concentrations showed a significant positive correlation (p < 0.05), which suggested a 

common source of exposure to these compounds in marine mammals. Trace concentrations of 

MeP and 4-HB were found in the livers of polar bears from the Chuckchi Sea and Beaufort Sea, 

which suggested widespread distribution of MeP and 4-HB in the oceanic environment.” 

Source: Xue J, Sasaki N, Elangovan M, Diamond G, Kannan K. (2015) Elevated Accumulation of Parabens 

and their Metabolites in Marine Mammals from the United States Coastal Waters. Environ Sci Technol. 

2015 Oct 20;49(20):12071-9. doi: 10.1021/acs.est.5b03601. 
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Similarly, the current safety assessment claims ““Little or no unchanged paraben is excreted in the urine.”  

This claim is also outdated and is contradicted by newer data included in the current assessment which 

states:  
 

“Free and conjugated parabens and their known, non-specific metabolites, p-hydroxybenzoic acid and p-

hydroxyhippuric acid, were detected in the urine samples…17.4 %, 6.8 %, 5.6% of the doses of Methylparaben, 

Isobutylparaben  and Butylparaben, respectively, were excreted in the urine; about 16% and 6% of 

Isobutylparaben and Butylparaben were excreted as 2OH-iso-butylparaben and 3OH-n-butylparaben, respectively; 

less than 1% was excreted as ring-hydroxylated metabolites “   

 

Clearly when 17.4% of methylparaben is excreted as free parabens in the urine, the statement that 

“little or no unchanged paraben is excreted in the urine” is incorrect. 

 

 

3.)  Personal care product use is the most significant contributor to paraben exposure 

The vast majority of the literature that has measured paraben exposure with respect to the use of 

cosmetic products has concluded that the use of cosmetics or personal care products is the most 

significant source of paraben exposure, much greater than the contributions from food or 

pharmaceuticals.  The current draft assessment however, still includes language implying that non-

cosmetic sources of parabens may be significant.  This language should be corrected to reflect the most 

current  information. 

 
Specifically, the discussion section of the draft safety assessment currently states: 
 
 “The high levels of Methylparaben and Propylparaben observed in tissues could be due to the fact that 
they are the most common compound used as preservative not only in cosmetics and hygiene products, 
but also in food, beverages, pharmaceuticals household pesticides, cleaning products, paints, pet 
supplies, and paper products.” 
 
First, this statement is misleading, as it implies that parabens are the most common compound used as 
a preservative in food, beverages, pharmaceuticals, household pesticides, cleaning products, paints, pet 
supplies, and paper products.  This is patently untrue, and should be deleted.   Parabens are used as 
preservatives in these other products, but are certainly not the most common preservative used in any 
of these industries by any measure. 
 
Secondly, this statement contradicts data included in other parts of the assessment.  With respect to 
paraben exposure from food for example, the CIR safety assessment clearly states: 
 
“…estimates for exposure to Methylparaben and Propylparaben via food are at last 25-fold lower than 
the estimates for aggregate exposure resulting from dermal exposure to cosmetic products.”   
 
Thus the contribution to body burden from foods is almost negligible compared to the contribution from 
cosmetic products, so the high levels of methylparaben and propylparaben observed in tissues are 
extraordinarily unlikely to be “due to the fact” that parabens are used as preservatives in food. 
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With respect to pharmaceuticals, the Estimate and Refinement of Aggregate Exposure section of  the 
safety assessment states: 
 
“In addition to cosmetic and personal care products, parabens are also widely used in drugs and foods… 
The Dutch National Institute for Public Health and the Environment (RIVM) conducted an exposure 
assessment inconsideration of the aggregated exposure to parabens via three major sources: PCPs, 
foods, and medicinal products. For Methylparaben, adding exposures results in an aggregate exposure 
estimate of 3.0 mg/kg/day for both adults and children. The estimate for medicinal products contributes 
70 - 74% of this value, while the contribution of food is less than 1%. For Propylparaben, adding the 
exposures results in an aggregate exposure estimate of 1.2 mg/kg/day for both children and adults; 
64 - 72% of the exposure is from medicinal products, and less than 1% from food.” 
 
Again these statements are highly misleading as they imply that the RIVM report claims that medicinal 
products contribute 64-74% of the aggregate exposure of parabens.  What is missing from this section is 
the very important information that the RIVM report has very little confidence in the data on medicinal 
products (which were derived from a single study conducted in China.)  In contrast the synopsis of the 
RIVM report states: 
 
“Exposure via personal care products has been examined in some detail and generally seems to be the 
greatest contributor to total exposure.  Exposure via food appears to be negligible. Too little information 
is available for an acceptable estimate of exposure via medicines.” 
 
Truly, scientists across the board, understand cosmetic products to be the most significant determinants 
of paraben exposure.  This is confirmed in numerous studies showing the enormous increases in 
paraben levels in bodies of people who regularly use cosmetic products compared to those who do not 
– differences of up to 1000%.    It is impossible to ignore the preponderance of data and continue to 
claim that a majority of paraben exposure could be due to other non-cosmetic factors. 
 

Below is a summary of recent research indicating that personal care product use is the most significant 

predictor of paraben exposure: 

“Use of hair products, deodorants, face and hand creams were significantly associated with higher 

urinary levels of parabens…In the present study, we investigated both food consumption and use of PCPs 

as separate determinants of exposure. Use of body and face creams, deodorants and hair products were 

associated with higher concentrations of most parabens in both mothers and children… None of the 

environmental phenols showed a clear pattern with any of the food groups consumed in the present 

study… Body and face creams, deodorants and hair products were the main determinants of urinary 

parabens and BP-3.” 

Sakhi AK, Sabaredzovic A, Papadopoulou E, Cequier E, Thomsen C.  (2018)  Levels, variability and 

determinants of environmental phenols in pairs of Norwegian mothers and children.  Environ Int. 2018 

May;114:242-251. doi: 10.1016/j.envint.2018.02.037 
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“Overall, use of 10 PCPs within 6 h prior to collection explained at least 70% of the weighted score. These 

included cologne/perfume, deodorant, suntan/sunblock lotion, hand/body lotion, aftershave, other hair 

care products, mouthwash, conditioner/crème rinse, hairspray/hair gel, and liquid soap/body wash, 

which explained at least a 254% and up to a 1,333% increase in MEP and the three parabens urinary 

concentrations.” 

“For the three parabens, the strongest predictors were use of suntan/sunblock lotion (66–156% 

increase) and of hand/body lotion (79–147% increase). Hairspray/hair gel, shaving cream, aftershave, 

mouthwash, and deodorant were moderate predictors for parabens. Liquid soap/body wash use was a 

strong predictor only for butylparaben (86%).” 

Nassan FL, Coull BA, Gaskins AJ, Williams MA, Skakkebaek NE, Ford JB, Ye X, Calafat AM, Braun JM, 

Hauser R.  (2017) Personal Care Product Use in Men and Urinary Concentrations of Select Phthalate 

Metabolites and Parabens: Results from the Environment And Reproductive Health (EARTH) Study.  

Environ Health Perspect. 2017 Aug 18;125(8):087012. doi: 10.1289/EHP1374. 

 

“Girls who reported using makeup every day vs. rarely/never had higher urinary concentrations of 

monoethyl phthalate (MEP) (102.2 ng/mL vs. 52.4 ng/mL, P-value: 0.04), methyl paraben (MP) 

(120.5 ng/mL vs. 13.4 ng/mL, P-value < 0.01), and propyl paraben (PP) (60.4 ng/mL vs. 2.9 ng/mL, P-

value < 0.01). Girls who reported recent use of specific makeup products, including foundation, blush, 

and mascara, had higher urinary concentrations of MEP, mono-n-butyl phthalate (MBP), MP, and PP… 

Our findings suggest that personal care product use is associated with higher exposure to certain 

phthalates, parabens, and other phenols in urine. This may be especially relevant in adolescent girls 

who have high use of personal care products during a period of important reproductive development.” 

Berger KP, Kogut KR, Bradman A, She J, Gavin Q, Zahedi R, Parra KL, Harley KG. (2018) Personal care 

product use as a predictor of urinary concentrations of certain phthalates, parabens, and phenols in the 

HERMOSA study.  J Expo Sci Environ Epidemiol. 2018 Jan 9. doi: 10.1038/s41370-017-0003-z. 

 

 

“…Women who used lotion had BP concentrations 111% higher (95% confidence interval (CI): 41%, 

216%) than non-users, whereas their MBP concentrations were only 28% higher (CI: 2%, 62%)… We 

observed a monotonic dose-response relationship between the total number of products used and 

urinary paraben and phthalate metabolite concentrations.” 

Braun JM, Just AC, Williams PL, Smith KW, Calafat AM, Hauser R. (2014) Personal care product use and 

urinary phthalate metabolite and paraben concentrations during pregnancy among women from a 

fertility clinic. J Expo Sci Environ Epidemiol. 2014 Sep-Oct;24(5):459-66. doi: 10.1038/jes.2013.69. 
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““Compared with individuals who reported "Never" using mouthwash, individuals who reported daily use 

had significantly elevated urinary concentrations of mono-ethyl phthalate, methyl and propyl parabens, 

and BP3 (28%, 30%, 39%, and 42% higher, respectively). Individuals who reported "Always" using 

sunscreen had significantly higher urinary concentrations of triclosan, methyl, ethyl, and propyl 

parabens, and BP3 (59%, 92%, 102%, 151%, and 510% higher, respectively) compared with "Never" 

users of sunscreen.” 

Ferguson KK, Colacino JA, Lewis RC, Meeker JD. (2017)  Personal care product use among adults in 
NHANES: associations between urinary phthalate metabolites and phenols and use of mouthwash and 
sunscreen.  J Expo Sci Environ Epidemiol. 2017 May;27(3):326-332. doi: 10.1038/jes.2016.27 
 

“A statistically significant difference was demonstrated between serum parabens in women who used 

lipstick containing these substances compared with those not using this cosmetic (p = 0.0005 and 0.0016, 

respectively), and a strong association was observed between serum parabens and lipstick use 

(Spearman correlation = 0.7202).” 

Tahan GP, de Kássia Souza Santos N, Albuquerque AC, Martins I.  (2016) Determination of parabens in 

serum by liquid chromatography-tandem mass spectrometry: Correlation with lipstick use. Regul Toxicol 

Pharmacol. 2016 Aug;79:42-8. doi: 10.1016/j.yrtph.2016.05.001. Epub 2016 May 3. 

 

“The use of lotions in the previous 24 h was associated with 80−110% higher levels of parabens (BP, EP, 

MP, and PP).   Users of shampoo, conditioner, and cosmetics (makeup and eye makeup) also had urinary 

BP concentrations 72−84% higher compared to nonusers. Soap use in the past 24 h was also significantly 

associated with higher PP and MP concentrations in urine. Women who were categorized as “High 

Product Category Users” had between 100 and 200% higher parabens concentrations compared to 

“Low Product Category Users”. 

Fisher M et.al. (2017) Paraben Concentrations in Maternal Urine and Breast Milk and Its Association with 

Personal Care Product Use.  Environ Sci Technol. 2017 Apr 4;51(7):4009-4017. doi: 

10.1021/acs.est.6b04302 

 

4)  Particle Sizes of additional parabens should be included in Table 4 

Table 4 on particle size ranges of parabens should include data on other parabens included in the report, 

not just the four parabens currently listed:  Sodium Methylparaben; Ethylparaben; Sodium 

Ethylparaben; Sodium Propylparaben.  Specifically: 

For example, particle size data can also be found for: 
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Methylparaben 

https://echa.europa.eu/registration-dossier/-/registered-dossier/14310/4/6 

Propylparaben: 

https://echa.europa.eu/registration-dossier/-/registered-dossier/13890/4/6 

Butylparaben 

https://echa.europa.eu/registration-dossier/-/registered-dossier/25335/4/6 

Isopropylparaben 

https://echa.europa.eu/registration-dossier/-/registered-dossier/19482/4/6 

Isobutylparaben 

https://echa.europa.eu/registration-dossier/-/registered-dossier/17752/4/6 

4-hydroxtbenzoic acid: 

https://echa.europa.eu/registration-dossier/-/registered-dossier/15944/4/6 

 

 

Of note, the ECHA data indicate that for propylparaben, 37.8% of particles are smaller than 10 microns 

in diameter, the CIR’s established level of concern for inhalation.  This information contradicts the 

summary claim found in the report that 95-99% of particles have diameters greater than 10 microns and 

are thus unlikely to be inhaled deeply.  This statement should be corrected.   

 

5. The Margin of Safety (MOS) Calculation should be more conservative. 

The calculation used to derive a MOS for parabens needs to be updated to reflect more conservative 

product usage amounts and more conservative absorption rates that are consistent with data included 

in other sections of the assessment. 

Currently the calculations in the safety assessment are: 

Systemic exposure dose (SED, Butylparaben) = 17.76 g/day of product x 0.4 % use concentration 

÷ 60 kg person x 50 % absorption x 1000 mg/g conversion factor = 0.59 mg/kg/day 

MOS (adult, Butylparaben) = NOAEL/SED = 160 mg/kg/day / 0.59 mg/kg/day= 270 
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Systemic exposure dose (SED, multiple parabens) = 17.76 g/day of product x 0.8 % use 

concentration ÷ 60 kg person x 50 % absorption x 1000 mg/g conversion factor = 1.18 mg/kg/day 

MOS (adult, multiple paraben) = NOAEL/SED = 160 mg/kg/day / 1.18 mg/kg/day= 135 

These calculations use an estimate of 0.4% use concentration of Butylparaben, and a 0.8% use 

concentration  for multiple parabens.   These numbers come from the regulatory limits applied in the EU 

in which no more than 0.4% butylparaben and no more than 0.8% cumulative parabens are allowed in 

products.  Those regulatory limits however, do not apply in the United States.  According to the VCRP 

data included in the safety assessment, the maximum reported use rate for butylparaben is 0.5% (not 

0.4%).  Therefore 0.5% (or higher) would be a more appropriate conservative use rate for exposure in 

the United States.    

Similarly, for a use rate for cumulative parabens, 0.8% seems low.  Unfortunately the VCRP data as 

reported does not provide data on levels of parabens used cumulatively in products.  However, the data 

does show us that the maximum concentration of use of methylparaben is 0.9%, the maximum for 

propylparaben is 0.7%, the maximum for ethylparaben is 0.65% etc.   We know that these parabens are 

used in combination in products, and cannot rule out that they would be used at these maximum 

concentrations together.  The current use of 0.8% for combined parabens is not a conservative estimate 

for concentration of use and should be increased to get a more accurate margin of safety. 

Secondly, the calculations currently use an estimated absorption rate of 50%.  However, the safety 

assessment cites a risk assessment study published by Procter & Gamble researchers (Cowan-Ellsberry 

and Robison 2009) which supports the use of a conservative absorption rate of 80%.   Specifically, the 

study states: 

“The measured extent of dermal penetration and metabolism [of parabens] in these studies is 

somewhat variable ranging from 15% to 75% probably due to matrix effects, differences in 

animals used and other experimental artifacts. Therefore, we chose 80% as a conservative 

estimate of the amount of the parabens either as parent or metabolite penetrating the skin. This 

is consistent with the guidance that has recently been outlined for estimating exposure to 

materials which occur at low levels in cosmetic products.” 

Source: Cowan-Ellsberry CE and Robison SH. Refining aggregate exposure: example using parabens. 

Regul Toxicol Pharmacol. 2009;55(3):321-329. 

The CIR calculations should also reflect this more reasonable conservative estimate of absorption. 

Lastly, the recent draft reflects a change in the calculations from using a NOAEL of 1,000 mg/kg/day to a 

NOAEL of 160 mg/kg/day.   The recommendation to use this lower NOAEL came from George Daston , a 

Procter and Gamble researcher.  While I am sure Dr. Daston is highly respected in his field, it cannot be 

ignored that his employer, Procter and Gamble would be significantly affected financially by a decision 

of the CIR that current usage of parabens does not result in an appropriate margin of safety.   The 

conflict of interest is there.  Given that, the draft assessment should be especially transparent on the 
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justification of the panel to use the NOAEL of 160 mg/kg/day rather than the more conservative NOAEL 

of 10 mg/kg/day form the Boberg study or even the NOEL of 2 mg/kg/day used by the European 

researchers.  Currently the safety assessment briefly summarizes possible reasons for not using these 

other more conservative values,  but doesn’t give specifics.  The wording used currently unfortunately 

gives the impression that Procter and Gamble has made the decision for the CIR to use a less protective 

level, rather than the panel themselves.  Additional information specifying the individual reasons that 

the other two possible NOAEL/NOEL values were dismissed, would alleviate what currently appears to 

be a conflict of interest. 

 

Thank you for the opportunity to comment on this safety assessment and appreciate the careful 

consideration of these comments by the Panel and staff of the CIR. 

Sincerely, 

 

Alexandra Scranton 
Director of Science and Research 
Women’s Voices for the Earth 
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Memorandum 

 

To:  CIR Expert Panel Members and Liaisons 
From:  Wilbur Johnson, Jr. 
  Senior Scientific Analyst       
Date:  September 14, 2018 
Subject: Wave 2 Data on Polyol Phosphates 
 
The data listed below (in phytic092018data1 file) on Sodium Mannose Phosphate were received from the Council and are 
being submitted as an attachment to this memorandum.  A data summary document (phytic092018wave2studysummaries) 
is also attached for the Panel’s review.  The data that were received include: 
 

• Method of manufacture 
• Impurities data 

These data will be added to the safety assessment after the Panel meeting. 
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Wave 2 Data on Polyol Phosphates 
 

CHEMISTRY 

Method of Manufacture 
 
Sodium Mannose Phosphate 
 
 Sodium Mannose Phosphate is manufactured by enzymatic reaction from pyrophosphate and mannose.1  The reaction 
medium is then stabilized by denaturing the enzyme.  This step is followed by purification of the medium. 
 

Impurities 
 
Sodium Mannose Phosphate 
 
 Possible impurities (0.1% to 0.5%) of Sodium Mannose Phosphate are:  sodium phosphate, sodium pyrophosphate, sodium 
chloride, and magnesium and ammonium ions.1 
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Memorandum 

 

To:  CIR Expert Panel Members and Liaisons 
From:  Wilbur Johnson, Jr. 
  Senior Scientific Analyst       
Date:  September 14, 2018 
Subject: Wave 2 Data on Titanium Complexes 
 
A summary of a publication on titanium sensitivity (organo092018wave2studysummaries) that was received from the 
Council is attached for the Panel’s review.  The data summarized are from a retrospective patient study, and more than 50% 
of the patients with positive reactions to titanium salts had a titanium-containing implant or reconstructive material. The 
patients were patch tested with five titanium salts, including Titanium Citrate.   
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Wave 2 Data on Titanium Complexes 
 

DERMAL IRRITATION AND SENSITIZATION STUDIES 

Sensitization 
 
Titanium Citrate 
 
 A retrospective chart review was conducted on 458 patients who underwent patch testing with Titanium Citrate and other 
titanium salts, over a 10-year period.1  The patch testing of titanium salts was performed at a dermatology clinic in the Netherlands, 
using Van der Bend chambers that were applied to the back for 48 h.  Reactions were scored on days 2, 3, and 7 according to 
International Contact Dermatitis Research Group (ICDRG)/European Society of Contact Dermatitis (ESCD) criteria.  Reactions 
identified as +, ++, or +++ were classified as positive, whereas doubtful reactions (?+) were not.  At least one positive reaction was 
observed in 26 (5.7%) of the 458 patients patch tested.  Fifteen (57.7%) of these 26 patients had a proven titanium-containing implant 
or reconstructive material.  Also, most of the titanium-positive patients had local symptoms, i.e., pain, erythema, dermatitis, pruritus, 
impaired wound healing, and swelling.  For 16 (61.5%) of the 26 positive patients, complete or partial relevance of the positive result 
was determined.  Overall, the percentage of positive reactions induced by each titanium salt was reported as follows: titanium (IV) 
oxalate  hydrate (7.9%; 17 of  216 patients tested), titanium lactate (4.4%; 2 of 45 patients tested), titanium (IV) isopropoxide (2.9%; 8 
of 272 patients tested), Titanium Citrate (2.2%; 1 of 45 patients tested), and titanium dioxide (0.9%; 3 of 329 patients tested). 
 

Additional results presented relate to the fact that the 458 patients were divided into the following 3 groups:  Group 1 (248 
patients suspected of having titanium allergy), Group 2 (163 patients suspected of having metal allergy other than to titanium), and 
Group 3 (control group of 47 patients who were not exposed to titanium-containing medical devices and did not have a specific 
history of titanium allergy).  The results (% positive reactions) were as follows.  Group 1: titanium (IV) isopropoxide (0.01%:  0.44% 
positive, 1 of 224 patients tested; 1% concentration: 1.78% positive, 4 of 224 patients tested; 5% concentration: 0.46% positive, 1 of 
224 patients tested; and 10% concentration: 0.44% positive, 2 of 224 patients tested);  Titanium Citrate (0.16% concentration: 2.70% 
positive, 1 of 37 patients tested; and 0.32% concentration: 2.70% positive, 1 of 37 patients tested [it is not stated whether the same 
patient reacted to both concentrations]); titanium lactate (0.16% concentration: 5.41%  positive, 2 of 37 patients tested); and titanium 
dioxide (as is: 0.72% positive, 1 of 139 patients tested);  Group 2: titanium (IV) oxalate hydrate (5% concentration: 0% positive, 0 of 4 
patients tested), titanium (IV) isopropoxide (up to 20% concentration: 0% positive, 0 of 4 patients tested); and titanium dioxide (as is: 
1.26% positive, 2 of 159 patients tested); and Group 3: titanium (IV) oxalate hydrate (5% concentration: 5.26% positive, 2 of 38 
patients tested), titanium (IV) isopropoxide (up to 20% concentration: 0% positive, 0 of 44 patients tested); Titanium Citrate (up to 
0.32% concentration: 0% positive, 0 of 8 patients tested); titanium lactate (up to 0.24% concentration: 0% positive, 0 of 8 patients 
tested); and titanium dioxide (as is: 0% positive, 0 of 31 patients tested).  Regarding these results, the authors stated that it should be 
noted that the patient groups tested with Titanium Citrate and titanium lactate were small when compared to the patient groups tested 
with the other salts. 

 
In the conclusion for this study, the authors noted that, in evaluating titanium sensitivity, a single titanium salt cannot be used 

as a patch test preparation because patient-specific responses occur to different salts, their accuracy in diagnosing titanium 
sensitization is unknown, and determining the relevance of a positive result is still challenging.1 
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A retrospective study on titanium sensitivity: Patch test materials and manifestations. de Graaf NPJ, 
Feilzer AJ, Kleverlaan CJ, Bontkes H, Gibbs S, Rustemeyer T. Contact Dermatitis. 2018 May 24 [Epub 
ahead of print] 
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Memorandum 

 

To:  CIR Expert Panel Members and Liaisons 
From:  Wilbur Johnson, Jr. 
  Senior Scientific Analyst       
Date:  September 14, 2018 
Subject: Wave 2 Data on Vinylpyrrolidone Polymers 
 
The data listed below on Hydrolyzed Wheat Protein/PVP Crosspolymer (in vinylp092018data4 file) and on other 
vinylpyrrolidone polymers (in vinylp092018data5 file) were received from the Council and are submitted as an attachment 
to this memorandum.  A data summary document (vinylp092018wave2studysummaries) is also attached for the Panel’s 
review.  Data on the other vinylpyrrolidone polymers were submitted in tabular form and are not included in the data 
summary document.  The data that were received include: 
 
Hydrolyzed Wheat Protein/PVP Crosspolymer 
 

• Physical properties 
• Method of production 
• Impurities 
• Skin irritation (in vitro) 
• Ocular irritation (in vitro) 

VP/Hexadecene Copolymer, VP/Eicosene Copolymer, Acrylic Acid/VP Crosspolymer, Butylated PVP, PVP, Styrene/VP 
Copolymer, Triacontanyl PVP, Vinyl Caprolactam/VP/Dimethylaminoethyl Methacrylate Copolymer, VP/Acrylates/Lauryl 
Methacrylate Copolymer, VP/Dimethylaminoethylmethacrylate Copolymer, VP/DMAPA Acrvlates Copolymer, VP/VA 
Copolymer, and VP/Vinyl Caprolactam/DMAPA Acrylates Copolymer 

• Molecular weights 
• Residual monomer content 
• Other impurities 

These data will be added to the safety assessment after the Panel meeting. 
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Wave 2 Data on Vinylpyrrolidone Polymers 
 

CHEMISTRY 

Physical and Chemical Properties 
 

Hydrolyzed Wheat Protein/PVP Crosspolymer 
 
 Using gel permeation chromatography, weight-average (Mw) molecular weight of Hydrolyzed Wheat Protein/PVP 
Crosspolymer was determined to be 41,020 Da.1 
 

 
Method of Manufacture 

 
Hydrolyzed Wheat Protein/PVP Crosspolymer 
 
 According to one manufacturer, the method of manufacture of Hydrolyzed Wheat Protein begins with a solution of protein, 
water, and enzyme.2  The pH of the mixture is adjusted and additional enzyme is added.  This is accompanied by addition of a 
denaturant, followed by filtration using activated carbon.  Filtration is followed by purification, evaporation, and preservation.  The 
next step is the copolymerization of vinylpyrrolidone in the presence of an initiator, and this is followed by pH adjustment and 
preservation.  The reaction mixture is then diluted in accordance with established specifications, which is followed by filtration into 
packs.   
 
Hydrolyzed Wheat Protein/PVP Crosspolymer 
 
 According to a chemical supplier, the main impurity in Hydrolyzed Wheat Protein/PVP Crosspolymer is ash, up to a 
maximum of 2%.2  Furthermore, an internal specification of 0.2% maximum has been established for residual N-vinylpyrrolidone 
monomer. 
 

DERMAL IRRITATION AND SENSITIZATION STUDIES 

 
Irritation 
 
In Vitro 
 
Hydrolyzed Wheat Protein/PVP Crosspolymer 
 
 The skin irritation potential of Hydrolyzed Wheat Protein/PVP Crosspolymer (21% solids, i.e., concentration of Hydrolyzed 
Wheat Protein/PVP Crosspolymer) was evaluated using the EpiskinTM reconstituted human epidermis model.3  The principle of this 
assay is based on the measurement of cytotoxicity in epidermal cultures, following topical exposure to the test substance, using the 
colorimetric MTT (3-[4,5-dimethylthiazol-2-yl]-2,5-diphenyl-tertrazolium bromide) reduction assay.  Cell viability is measured by 
enzymatic reduction of the yellow MTT tetrazolium salt to a blue formazan salt (within the mitochondria of viable cells) in test 
substance-treated cells relative to the negative controls.  Dulbecco’s phosphate buffered saline (PBS) with calcium and 
magnesium served as the negative control, and 5% w/v aqueous sodium dodecyl sulfate served as the positive control.  Triplicate 
tissues were treated with the test substance (as supplied, 10 µl) for 15 min, followed by a post-exposure incubation period of 42 h.  
After 42 h, each tissue was obtained for MTT-loading.  After loading, a total biopsy of each epidermis was made and formazan 
crystals were extracted out of the MTT-loaded tissues.  At the end of extraction, optical density was measured at 540 nm.  Data were 
presented in the form of % viability (i.e., MTT reduction in test substance-treated tissues relative to negative control tissues). The 
relative mean viability of tissues treated with Hydrolyzed Wheat Protein/PVP Crosspolymer for 15 min was 86.6%, and the test 
substance was classified as a non-irritant.  
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OCULAR IRRITATION STUDIES 

  
In Vitro 
 
Hydrolyzed Wheat Protein/PVP Crosspolymer 
 
 The ocular irritation potential of Hydrolyzed Wheat Protein/PVP Crosspolymer (21% solids, i.e., concentration of 
Hydrolyzed Wheat Protein/PVP Crosspolymer) was evaluated using the SkinEthicTM reconstituted human corneal epithelium model.4  
This test is based on the hypothesis that irritant chemicals are able to penetrate the corneal epithelial tissue and are sufficiently 
cytotoxic to cause cell death.  The tissues were treated with 30 µl of the test substance for 10 min, and the study design consisted of a 
test for direct reduction of MTT.  Triplicate tissues were also treated with 30 µl of a negative control solution (negative control) and 
30 µl of 1% w/v sodium dodecyl sulfate (positive control).  Following MTT loading, the reduced MTT was extracted from the tissues.  
After extraction, the absorbency of triplicate aliquots of the extracted MTT solution for each SkinEthicTM tissue was measured.  The 
optical density was measured at 540 nm, and data were presented in the form of % viability (i.e., MTT conversion relative to negative 
controls).  The % relative mean tissue viability of Hydrolyzed Wheat Protein/PVP Crosspolymer was ≥ 60%, classifying the test 
substance as a non-irritant. 
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Committed to Safety, 
Quality & Innovation 

Memorandum 

TO: Bart Heldreth, Ph.D. 
Executive Director - Cosmetic Ingredient Review (CIR) 

FROM: Carol Eisenmann, Ph.D. 
Personal Care Products Council 

DATE: September 13,2018 

SUBJECT: VP Polymers 

Anonymous. 2018. Summary information- molecular weight and impurities VP Polymers. 
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5o~~ . ~ 0 IS 

~ I I I I 

Average MW (number or weight) [or Fraction less 
S.No. ln~tredlents range of averages} than 1000 daltons Residual monomer levels Any other Impurities 

VP/Hexadecene Copolmer 
1•Wo t·Butanol < 0.5%, 

1 60000 - 125000 17% Vinyl Pyrrolldone <= 1 00 ppm Isopropanol < 0.5% 

VP/Eicosene Copolymer 
l ·Butanol < 0.5%, 

2 116000 12% Vinyl Pyrrolldone <=20 ppm Isopropanol < 0.5% 

Acrylic AcidiVP Crosspolymer 
Acrylic Acid <= 500 ppm 

3 23200 11% VInyl Pyrrolldone <= 100 ppm Heptane < 0.99'Yo 
4 Butylated PVP 37300 1% VInyl Pyrrolldone <= 1 00 ppm - : 

PVP K·15 • 6000 ·15000 K15: 13% 
PVP PVP K-30- 40000 - 80000 K30: 1% 

PVP K-60- 240000 - 450000 K60: 0% 
6 PVP K·90· 1000000 - 1700000 K90: 0"4 Vinyl Pyrrolldonc <=1000ppm -

StyreneiVP Copolymer No detectable Styrene < 0.2% 
7 2.4 million fraction N.VInylpyrrolldone < 10 ppm . 

Triacontanyl PVP 
B 129000 9% VInyl Pyrrolldone <=20 ppm Hexanol <= 0.05% 

Vinyl CaprolactmiVP/Dimethylaminoethyl Methacrylate Copolymer 
Vlnylpyrrolldone <0.1% 

9 Mw53000 5.0"4 Vlnyicaprolactum<=1% 
Laury! methacrylate<- 1000ppm Vinyl 

VPIAcrylates/Lauryl Methacrylate Copolymer O'Yo Pyrrolldone <= 1000ppm Acrylic Acid 
10 -185000 1"4 <= 2000ppm Heptane <1% 

Copolymer 845: Mw 1110000 0% 

VPIDimethylamlnoethylmethac rylate Copolymer 
Copolymer 937: Mw 1190000 0% 
Copolymer 958: Mw 102000 0% 

11 Vlnylpyrrolldone <= 1000ppm -
12 VP/DMAPA Acrvlates Copolymer 2390000 0% Vinyl Pyrrolldone <;; 100pJ1m . 

E335: Mw 26700 3% 
E535; Mw 31000 2% 
E635: Mw 40000 2% 
E735: Mw 45800 2% 

VPIVA Copolymer 1335: Mw 12900 6% 
1535: Mw 15800 5% 
1735: Mw 22700 4% 
5630: Mw 22600 3% Vinyl pyrrolldone <= 1000ppm Vinyl 

13 W735: Mw 26000 3% Acetate <= 1 OOOppm . 
VPMnyl Caprolactam/DMAPA Acrylates Copolymer 

Vinyl Pyrrolldone <" 100 ppm 
14 

----
29800 1% Vinyl Caprolactum <- 100 ppm Watar 
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1620 L Street, NW, Suite 1200 ♢ Washington, DC 20036-4702 

(Main) 202-331-0651 (Fax) 202-331-0088 
(Email) cirinfo@cir-safety.org  (Website) www.cir-safety.org  

  

                                                                                                        Commitment & Credibility since 1976 

Memorandum 

 

To:  CIR Expert Panel Members and Liaisons 
From:  Priya Cherian, Scientific Writer/Analyst       
Date:  September 14, 2018 
Subject: Wave 2 – Xanthine Alkaloids 
 
 
 
The Council has provided contact sensitization data on a body care product containing 6% Caffeine, tested neat 
(xanalk092018data_wave2).  An (human repeated insult patch test (HRIPT) performed on 105 test subject revealed no 
irritation during the induction period, and no allergic reactions during the challenge phase.  
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