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Memorandum 

 

To:  CIR Expert Panel Members and Liaisons 

From:  Priya Cherian, Scientific Writer/Analyst       

Date:  September 18, 2018 

Subject: Wave 3 – Brown Algae 

 

Additional data on brown algae ingredients that were inadvertently omitted in Wave 2 are included herein as a Wave 

3 data submission. We realize this is a lot of data to process, but feel that it is important that the Panel has the 

opportunity to see all the data that were submitted following the publication of the SLR.  The following table 

provides an overview of the relevant data. An updated data profile has also been included to help identify all the data 

that are available (broalg092018prof_wave3). 

 

Data Point Data Data Source 

Fucus Spiralis Extract  

Method of Manufacture trade name mixture containing Fucus Spiralis 

Extract (“1 - 3% dry extract” (further details not 

provided)) in butylene glycol and water: 

harvesting/identification  washing  grinding 

 extraction with the solvents butylene glycol 

and water  addition of phenyllactic acid  

filtration  quality control  packaging  

quality control 

broalg092018data3_wave3 

Heavy Metal Impurities trade name mixture containing Fucus Spiralis 

Extract (“1 - 3% dry extract” (further details not 

provided)) in butylene glycol and water: arsenic < 

2 ppm, cadmium < 3 ppm, lead < 5 ppm, nickel < 

2 ppm, silver < 5 ppm, iodine < 10 ppm 

broalg092018data3_wave3 

Dermal Irritation – In Vivo – 

Human 

test substance: trade name mixture containing 

Fucus Spiralis Extract (“1 - 3% dry extract” 

(further details not provided)) in butylene glycol 

and water; 24 hour patch test; 12 subjects; 

undiluted test substance; 0.02 mL dose; 50 mm
2
 

occlusive patch; non-irritating 

broalg092018data3_wave3 

Sensitization – In Vivo – 

Human  

test substance: trade name mixture containing 

Fucus Spiralis Extract (“1 - 3% dry extract” 

(further details not provided)) in butylene glycol 

and water; human repeated insult patch test 

(HRIPT); 50 subjects ; 0.2 mL undiluted test 

substance; occlusive patch; 9 patches in 3 weeks 

during induction phase; 1 patch, undiluted, for 24 

hours during challenge phase; non-sensitizing 

broalg092018data3_wave3 

Fucus Vesiculosus Extract 

Method of Manufacture trade name mixture containing Fucus Vesiculosus 

Extract in caprylic/capric triglyceride: 

broalg092018data2_wave3 
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harvesting/identification  washing  grinding 

 extraction with the solvent caprylic/capric 

triglyceride  filtration  quality control  

packaging  quality control 

Heavy Metal Impurities  trade name mixture containing Fucus Vesiculosus 

Extract in caprylic/capric triglyceride: arsenic < 2 

ppm, cadmium < 3 ppm, lead < 5 ppm, nickel < 2 

ppm, silver < 5 ppm, iodine < 1 ppm 

broalg092018data2_wave3 

Dermal Irritation – In Vivo – 

Human  

test substance: trade name mixture containing 

Fucus Vesiculosus Extract in caprylic/capric 

Triglyceride; 24 hour patch test; 10 subjects; 

undiluted test substance; 0.02 mL dose; 50 mm
2
 

occlusive patch; slightly irritating at the 30 minute 

reading and non-irritating at the 24 hour reading 

broalg092018data2_wave3 

Sensitization – In Vivo – 

Human 

test substance: trade name mixture containing 

Fucus Vesiculosus Extract in caprylic/capric 

triglyceride; HRIPT; 52 subjects; 0.2 mL 

undiluted test substance; occlusive patch; 9 

patches in 3 weeks during induction phase; 1 

patch for 24 hours, undiluted, during challenge 

phase; non-sensitizing 

broalg092018data2_wave3 

Laminaria Digitata Extract  

Method of Manufacture trade name mixture containing Laminaria Digitata 

Extract in caprylic/capric triglyceride: 

harvesting/identification  washing  drying  

grinding  extraction with the solvent 

caprylic/capric Triglyceride  filtration  

quality control  packaging  quality control 

broalg092018data1_wave3 

trade name mixture containing Laminaria Digitata 

Extract in water and propylene glycol: 

harvesting/identification  washing  grinding 

 extraction with the solvents water and 

propylene glycol  addition of methylparaben 

and propylparaben  filtration  quality control 

 packaging  quality control 

broalg092018data1_wave3 

trade name mixture containing Laminaria Digitata 

Extract in water and butylene glycol: 

harvesting/identification  washing  drying  

grinding  extraction with the solvents vegetable 

butylene glycol and water  filtration  quality 

control  packaging  quality control 

broalg092018data1_wave3 

Heavy Metal Impurities trade name mixture containing Laminaria Digitata 

Extract in caprylic/capric triglyceride: arsenic < 2 

ppm, cadmium < 3 ppm, lead < 5 ppm, nickel < 2 

ppm, silver < 5 ppm, iodine < 1 ppm 

broalg092018data1_wave3 

trade name mixture containing Laminaria Digitata 

Extract in water and propylene glycol: arsenic < 5 

ppm, cadmium < 10 ppm, lead < 5 ppm, nickel < 

2 ppm, silver < 5 ppm, iodine < 400 ppm 

broalg092018data1_wave3 

trade name mixture containing Laminaria Digitata 

Extract in water and butylene glycol: arsenic < 5 

ppm, cadmium < 3 ppm, lead < 5 ppm, nickel < 2 

ppm, silver < 5 ppm, iodine < 300 ppm 

broalg092018data1_wave3 

Dermal Irritation – In Vivo – 

Human  

test substance: trade name mixture containing 

Laminaria Digitata Extract in caprylic/capric 

broalg092018data1_wave3 
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triglyceride; 24 hour patch test; 10 subjects; 

undiluted test substance; 0.02 mL dose; 50 mm
2
 

occlusive patch; non-irritating 

test substance: trade name mixture containing 

Laminaria Digitata Extract in water and propylene 

glycol; 24 hour patch test; 12 subjects; undiluted 

test substance; 0.02 mL dose; 50 mm
2
 occlusive 

patch; moderately irritating at the 30 minute 

reading and slightly irritating at the 24 hour 

reading 

broalg092018data1_wave3 

Sensitization – In Vivo – 

Human 

test substance: trade name mixture containing 

Laminaria Digitata Extract in caprylic/capric 

Triglyceride; HRIPT; 46 subjects; 0.2 mL 

undiluted test substance; occlusive patch; 9 

patches in 3 weeks during induction phase; 1 

patch for 24 hours, undiluted, during challenge 

phase; non-sensitizing 

broalg092018data1_wave3 

Laminaria Hyperborea Extract 

Method of Manufacture trade name mixture containing Laminaria 

Hyperborea Extract in water: 

harvesting/identification  washing  grinding 

 extraction with water  addition of benzylic 

alcohol and dehydroacetic alcohol  filtration  

quality control  packaging  packaging  

quality control   

broalg092018data8_wave3 

Heavy Metal Impurities  trade name mixture containing Laminaria 

Hyperborea Extract in water: arsenic < 2 ppm, 

cadmium < 3 ppm, lead < 5 ppm, nickel < 2 ppm, 

silver < 5 ppm, iodine < 320 ppm 

broalg092018data8_wave3 

Dermal Irritation  - In Vivo – 

Human  

test substance: trade name mixture containing 

Laminaria Hyperborea Extract in water; 24 hour 

patch test; 10 subjects; 20 µL undiluted test 

substance; occlusive patches; non-irritating 

broalg092018data8_wave3 

Laminaria Saccharina Extract 

Method of Manufacture trade name mixture containing Laminaria 

Saccharina Extract (“1-2.5% dry extract” (no 

other details provided)) in water and butylene 

glycol: harvesting/identification  washing  

grinding  extraction with the solvents water and 

butylene glycol  mixture  addition of 

preservatives  filtration  quality control  

broalg092018data7_wave3 

Heavy Metal Impurities  trade name mixture containing Laminaria 

Saccharina Extract (“1-3% dry extract (no other 

details provided)) in water and propylene glycol: 

arsenic < 2 ppm, cadmium < 3 ppm, lead < 5 

ppm, nickel < 2 ppm, silver < 5 ppm, mercury < 1 

ppm, iodine < 200 ppm 

broalg092018data7_wave3 

trade name mixture containing Laminaria 

Saccharina Extract (“1-2.5% dry extract” (no 

other details provided)) in water and butylene 

glycol: arsenic < 2 ppm, cadmium < 3 ppm, lead 

< 5 ppm, nickel < 2 ppm, silver < 5 ppm, mercury 

< 1 ppm, iodine < 200 ppm 

broalg092018data7_wave3 
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Cytotoxicity  trade name mixture containing Laminaria 

Saccharina Extract in sea water and 

methylpropanediol; L929 strain; slight toxicity   

broalg092018data7_wave3 

Macrocystis Pyrifera Extract 

Method of Manufacture Macrocystis Pyrifera Extract (“1-3% dry extract 

(no other details provided)) – extracted in water 

with added methylpropanediol: harvesting  

washing  grinding  extraction (water)  

centrifugation  filtration  addition of 20% 

Methylpropanediol  filtration  

broalg092018data4_wave3 

Heavy Metal Impurities  Macrocystis Pyrifera Extract (“1-3% dry extract 

(no other details provided))  – extracted in water 

with added methylpropanediol: arsenic < 5 ppm, 

cadmium < 10 ppm, lead < 5 ppm, nickel < 2 

ppm, silver < 5 ppm, iodine < 5 ppm 

broalg092018data4_wave3 

Pelvetia Canaliculata Extract 

Method of Manufacture trade name mixture containing Pelvetia 

Canaliculata Extract (“1 - 3% dry extract” (no 

other details provided)) in butylene glycol and 

water: harvesting/identification  washing  

drying  grinding  extraction with the solvents 

vegetable butylene glycol and water  filtration 

 quality control  packaging  quality control 

broalg092018data5_wave3 

trade name mixture containing Pelvetia 

Canaliculata Extract (“1 - 3% dry extract” (no 

other details provided))  in water and propylene 

glycol: harvesting/identification  washing  

grinding  extraction with the solvents water and 

propylene glycol  addition of methylparaben 

and propylparaben  filtration  quality control 

 packaging  quality control 

broalg092018data5_wave3 

trade name mixture containing Pelvetia 

Canaliculata Extract (“0.5 - 3% dry extract” (no 

other details provided)) in water: 

harvesting/identification  washing  grinding 

 extraction with water  addition of benzylic 

alcohol and dehydroacetic acid  filtration  

addition of trisodium citrate dehydrate  

filtration  quality control  packaging  

quality control 

broalg092018data6_wave3 

trade name mixture containing Pelvetia 

Canaliculata Extract in water: 

harvesting/identification  washing  grinding 

 extraction with water  addition of 

phenoxyethanol and sorbic acid  filtration  

quality control  packaging  quality control  

broalg092018data6_wave3 

Heavy Metal Impurities trade name mixture containing Pelvetia 

Canaliculata Extract (“1 - 3% dry extract” (no 

other details provided)) in butylene glycol and 

water: arsenic < 3 ppm, cadmium < 3 ppm, lead < 

5 ppm, nickel < 2 ppm, silver < 5 ppm, iodine < 

10 ppm 

broalg092018data5_wave3 
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trade name mixture containing Pelvetia 

Canaliculata Extract (“1 - 3% dry extract” (no 

other details provided)) in water and propylene 

glycol: arsenic < 2 ppm, cadmium < 3 ppm, lead 

< 5 ppm, nickel < 2 ppm, silver < 5 ppm, iodine < 

10 ppm 

broalg092018data5_wave3 

trade name mixture containing Pelvetia 

Canaliculata Extract (“0.5 - 3% dry extract” (no 

other details provided)) in water: arsenic < 2 ppm, 

cadmium < 3 ppm, lead < 5 ppm, nickel < 2 ppm, 

silver < 5 ppm, iodine < 5 ppm 

broalg092018data6_wave3 

trade name mixture containing Pelvetia 

Canaliculata Extract in water: arsenic < 2 ppm, 

cadmium < 3 ppm, lead < 5 ppm, nickel < 2 ppm, 

silver < 5 ppm, iodine < 50 ppm 

broalg092018data6_wave3 

Dermal Irritation – In Vivo – 

Human 

test substance: trade name mixture containing 

Pelvetia Canaliculata Extract (“1 - 3% dry 

extract” (no other details provided)) in butylene 

glycol and water; 24 hour patch test; 12 subjects; 

undiluted test substance; 0.02 mL dose; 50 mm
2
 

occlusive patch; non-irritating at the 30 minute 

reading and slightly irritating at the 24 hour 

reading 

broalg092018data5_wave3 

test substance: trade name mixture containing 

Pelvetia Canaliculata Extract (“1 - 3% dry 

extract” (no other details provided)) in water and 

propylene glycol; 24 hour patch test; 12 subjects; 

undiluted test substance; 0.02 mL dose; 50 mm
2
 

occlusive patch; moderately irritating at the 30 

minute reading and slightly irritating at the 24 

hour reading 

broalg092018data5_wave3 

test substance: trade name mixture containing 

Pelvetia Canaliculata Extract (“0.5 - 3% dry 

extract” (no other details provided)) in water; 24 

hour patch test; 11 subjects; 20 µL of undiluted 

test substance; occlusive patches; non-irritating  

broalg092018data6_wave3 

Sensitization – In Vivo- Human test substance: trade name mixture containing 

Pelvetia Canaliculata Extract (“0.5 - 3% dry 

extract” (no other details provided)) in water; 

HRIPT; 55 subjects; 0.2 mL undiluted test 

substance; occlusive patch; 9 patches in 3 weeks 

during induction phase; 1 patch, undiluted, for 24 

hours during challenge phase: non-sensitizing, 

non-irritating  

broalg092018data6_wave3 
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Brown Algae Data Profile for September 2018.  Writer – Priya Cherian 
 

Original Submission Data are in Black 
Wave 2 Submission Data are in Red 
Wave 3 Submission Data are in Blue 
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1. Agarum Cribrosum Extract x                     
2. Alaria Esculenta Extract x

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             x         
10. Cystoseira Balearica 

Extract 
                     

11. Cystoseira Caespitosa 
Extract 

                     

12. Cystoseira Compressa 
Extract 

   x               x   

13. Cystoseira Compressa 
Powder 

                     

14. Cystoseira Tamariscifolia 
Extract 

            x         

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               x  x      
30. Fucus Vesiculosus x                     
31. Fucus Vesiculosus Extract x

x 
  x   x       x  x   x   

32. Fucus Vesiculosus Powder x                     
33. Halidrys Siliquosa Extract                      
34. Halopteris Scoparia Extract                      
35. Himanthalia Elongata 

Extract 
x            x         

36. Himanthalia Elongata                      
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Brown Algae Data Profile for September 2018.  Writer – Priya Cherian 
 

Original Submission Data are in Black 
Wave 2 Submission Data are in Red 
Wave 3 Submission Data are in Blue 
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Powder 
37. Hizikia Fusiforme Extract                    x  
38. Hizikia Fusiformis Water                      
39. Hizikia Fusiformis Callus 

Culture Extract 
                     

40. Hydrolyzed Ecklonia Cava 
Extract 

                     

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            x

x 
x  x      

48. Laminaria Digitata Powder x                     
49. Laminaria Hyperborea 

Extract 
x            x   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            x   x      

65. Pelvetia Siliquosa Extract                      
66. Phyllacantha Fibrosa 

Extract 
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Brown Algae Data Profile for September 2018.  Writer – Priya Cherian 
 

Original Submission Data are in Black 
Wave 2 Submission Data are in Red 
Wave 3 Submission Data are in Blue 
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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  

                     

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            x         

81. Undaria Peterseniana 
Extract 

                     

82. Undaria Pinnatifida Extract x      x      x  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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Persona Care Products Council
Committed to Safety,
Quality & Innovation

TO:

FROM:

DATE:

Mernora rid urn

Bart Heidreth. Ph.D.
Executive Director - Cosmetic Ingredient Review (CIR)

Carol Eisenrnann. Ph.D.
Personal Care Products Council

September 11,2018

SUBJECT: Laminaria Digitata Extract

Biotech Marine. 2017. Manufacturing process Oleaphycol LD
Caprylic/Capric Triglyceride).

Biotech Marine. 2017. Oleaphycol LD Physico-chernical data
Caprylic/Capric Triglyceride).

(Larninaria Digitata Extract in

Palmer Research. 2004. Etude de Ia tolerance ctitanCe aigu d’une matiêre premiere chez Ic volontaire
adulte: Patch-test 24 heures occlusif sons controle dermatologique. Oleaphycol LD (Laminaria
Digitata Extract in Caprylic/Capric Triglyceride).

Harrison Research Laboratories, Inc. 1999. Repeated insult patch test Oleaphycol LD Laminaria
Digitata Extract in Caprylic/Capric Triglyceride).

Biotech Marine. 2017. ManuFacturing process PhycolT’t LD (Laminaria Digitata Extract water and
propylcnc glvcol).

Biotech Marine. 205. Oleaphycol LD Physico-cheniical data (Laminaria Digitata Extract in water and
propylene glycol).

Palmer Research. 2004. Etude de Ia tolerance cutanée aiguë d’une matiCre premiere chez le volontaire
adulle: Patch-test 24 heures occlusif sous controle dermatologique. Oleaphycol LD (Laininaria
Digitata Extract in Capn’lic/Capric Triglyceride).

Biotech Marine. 2017. Manufacturing process PhycoITM LD BG/PF (Laminaria Digitata Extract waler
and butylene glycol).

Biotech Marine. 205. Oleaphycol LD BG/PF Physico-chernical data (Larninaria Digitata Extract in
water and butylene glycol).

1620 L Street, N.W., Suite 1200 Washington, D.C. 20036 202331.1770 202.331.1969 (fax) www.personalcarecouncil.org

(Laminaria Digitata Extract in
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BiotechMarlne - Z.l. - B.P.72 -22260 Pontrleisx (FR)
Tel.: +33(0)2969531 32- Fax: +33(0)2969531 30

www.bioec m nine.co it.

MANUFACTURING PROCESS
OLEAPHYCOL LB

HARVESTING / IDENTIFICATION

WASHING

DRYING

GRINDING

(Larninaria Digitata,)

FILTRATION

QUALITY CONTROL

PACKAGING

QUALITY CONTROL

Production Manager

Jean-Marc cATROUX iof4q.

EXTRACTION WITH THE SOLVENT
CAPRYLIC I CAPRIC TRIGLYCERIDE

CONFIDENTIAL BIOTECHMARINE’S PROPERTY AnamJljla of the

seic
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Date demise a jour /Updaled date:Q1/O1/2017

OLEAPHYCOLLD
INCI NAME: Capiylic/Capric Triglyceride —Laminaria Digitata Extract
CAS : 73398-61-5 —90046424
EINECS :277-452-2—289-980-0 , c Cap ‘-yftc /Qp r c ‘j I/ce/i Wf
Produit conforme Ma55 Balance (RSPO) BVC-R5PO-1-1972708497 I Product Mass Balance
coinpliant(Rountable for Sustainable Palm Oil (RSPO)) B VC-RSP044972708497

L q crDONNEES PHYSICO-CHIMIQUES
PHYSICOCHEMICAL DATA Q 4Numero de référence I Reference number: STANDARD

CARACTERISTIQUES METHODES STANDARD
CHARACTERISTICS METHODS STANDARD

Conformité Mass Balance PO-HsE-004 Conforme
Mass Balance confonnity Conform

Aspect MO PHI’ 002 Liquide limpide huileux
Aspect Oily Limpid liquid
Couleur MO PRY 002 Jaune Clair a jaune vert
Colour Pale yellow to yellow green
Odeur MOPHYOO2 Faible
Odour Slight
Densité (20°C) MO PHY 024 0,920 - 0,980
Density

Indice de réfraction(20°c) MO PHY 008 1,440o - 1,460o
Refractive index

Spectre UV MO PHY 013 Conforme au témoin
LIV spectrum Similar to the standard

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

Solvant Mélange de triglycerides d’acides gras saturés (CSC1O) d’origine végetale
Solvent Mixture of triglycerides of saturatedfatty acids (C8CIO) of vegetal origin.

Métaux lourds*
Heavy ,netals* (ppm)

• Arsenic <2
Arsenic lod”,c L r ptr

• Cadmium <3
Cad, nhnn

• Plumb
Lead

• Nickel <2
Nickel

• Argent <5
Silver

* Teneurs garanties sous contrôle statistique / Contents guaranteed tinder statistical control

01.1 nIne Z I - OP 72—22210 PonI,n FRi 2 tel 41’ III 2% ‘23 ‘I 32 Page 1/4
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OLEAPHYCOL LD
INCI NAME: Caprylic/Capric Triglyceride —Laminaria Digitata Extract
CAS: 73398-61-5 —90046-12-1
EINECS :277-452-2—289-980-0
Produit conforme Mass Balance (RSPO) BVC-RSPO-14972708497 / Product A-lass Balance
compliant(Rountable for Sustainable Pal;;z Oil (RSPQ)) BVC-RSPQ4-1972708497

DONNEES MJCROBIOLOCIQUES
MICROBIOLOGICAL DATA

Numéro de référence / Reference number: STANDARD

CARACTERISTIQUES METHODES STANDARD
CHARACTERISTICS METHODS STANDARD

Cermes totaux** MD MIC 002 / ME EN lSD 21149 < 100
Total genns**

Cermes Pathogènes
Pathogens

- Staphylococcus aureus MO MIC 012 / NT EN 150 22713 Absence
None

- Candida athicans MO MIC 010 / NF EN ISO 18416 Absence
None

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

- Escherichia coli MO MIC 025 / NF EN ISO 21150 Absence
None

Levures / Moisissures** MD MIC 021 / NF EN ISO 16212 < 100
Yeasts / jVIoulds**

4’4’ Les resultats sont indiqués en UFC/mL pour les liquides et en UFC/g pour les solides
4’4’ Results are indicated in CFU/mL for the liquids and in CFU/g for the solids

CONFORME
CER USED TRUEAND CORRECT

RESPONSABLE CONTROLE QUALITE: P. SOUBIES
QUALiTY CONTROL MANAGER

01 JAN. ?017

CON FORM H
CER USED TRUE AND CORRECT

COORDINATRICE ASSURANCE QUAUTE: M. TANNIOU
QUAU7YASSURANCE COORDINA TOP

01 JAN, 2017

IIi’’lcdi’kt’ne 11 II ‘72— 2?1N1 ‘:ru,L{cn IRANCETdJ 11 2,53I ‘2 Page 4/4
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Etude de la tolérancc cutanéc aiguë d’une maflère

premiere chez le volontaire adulte:

Patch-test 24 heures occiusif

sous contrôle dermatologique

Version n° 01/004 dii O6janvier 2004

Etude 1030478PA
OZ3ri.ECN1

tk ( Matière premiere: OLEAPHYCOL LD LOT 3.08.209
(58343)

27,- ,..,l
El 2z

o.,o: vawr.’

T.:. %.‘72’Ci.. Promoteur: SECMA BIOTECHNOLOGIE MARINE
I ‘i}7s

ZI—BP65
22260 PONTRTEUX
FRANCE

r .,J

Lyon, le U6janWer 2004
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PALMER Research

RESUME DU RAPPORT D’ETUDE

Rapport d’étude 1030478M
Version nt 01/004 dii Ojanvier 2004

Promoteur: Matière premiere:
SECMA BIOTECHNOLOGIE MARP4E OLEAPRYCOL LD LOT 3.08.209

Adresse: — EP 65 Code PALMER Research: 58343
22260 PONTMEUX
FRANCE

ETUDEDE LA TOLERANCE CUTANEE ATGUEZ&IJJVE MA TIERE PREMIERE CHEZ LB
VOL OhTAIRE ADULTE PA TCH- TEST 24 HEURES OCCL USIF

SOUS CONTRÔLE DERMA TOLOGIQUE
Numéro d’étude: 1030478PA
Dates de l’étude clii 17 au 19 décembrc 2003.
Lieu de l’étude: PALMER RESEARCH - Groupe DELMSCAN

Immeuble )e CE 2— B.P.2132

27 Ed dull novembre 1918
69603 VLEURBANNE CEDEX—FRANCE

Objectif: Determiner Ic potentiel irritant primaire thrne matiêre premiere apres
application unique sous pansement occlusif pendant 24 heures chez
Ic volontaire adulte.

Méthodologie: Etude en ouvert. 1Nombre dc sujets: 10.

CritCres dinclusion : Peau indemne de toute lesion • Duréedel’applicadon:24heures.
dermatologiquc, suj et non • Condition d’utilisadon : pure.
allergique

Critéres d’évaluation: Determination dii score d’ithtation moyen:

L1.M = score total des reactions (érythème + dCme)
nojnbre total de volontaires

Les reactions sont cotées dc 0 a 3.
Méthodcs d’analyse : Classement do Ia watiêrc premiere en fonction do son LIM:

Si I.T.M < 0,20 : Non lrdtante
Si 0,20 < I.I.M < 0,50 : Légérement Irritante
Si 0,50 < LLM < 1 : Moyennement Initante

Si 1J.M> I : Irritante

Conclusion : L’indice dinitation moyen de Ia matiCre premiere OLEAPHYCOL
LU LOT 3.08.209 cst égai a o Ia lecture 30 minutes et a 0.05 a Ia
lecture 24 heures.
Dans los conditions expérimentales retcnues, In matiCre premiCre est
classé non irritante.

Investigateur
Dr Yvette VELTERT, Dertitatologue

r
ft.
L

Page 3/10
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PALMER Research Rapport d étude 10304 78r4
Version n 01/004 du âjanvier 2004

1- INTRODUCTION

A Ia demande de Ia société SECMA BIOTECINOLOGIE MARINE - ZI - BP 65 - 22260PONTRIEUX - FRANCE, nous avons Cvalue sur 10 volantaires adultes, Ia tolerance cutanée aiguë cupotentiel irritant de Ia matiêre premiCre:

OLEAPRYCOL LU LOT 3.08.209

aprés application unique sur Ia peau du dos (zone scapulaire), sous pansement occusif maintenupendant 24 heures (patch-test 24 heures).

Cet cssai a the rCaiisé “en ouved” scion Ia méthodologie des essais épicutanés sous occlusion.

Pour rCaliser cette étude, nous avons reçu le S décembre 2003 in dchantillon de In matiêre premiere qucnaus avons référencé sous Ic code PALMER Research 58343.

L’essai a commence Ic 17 décembre pour s’achever Ic 19 décembre 2003.

2- CERTIPICAT D’AUThENTIClTE DES RESULTATS

L’Ctude faisant I’objet du present rapport a eté conduite sous ma responsabilité, en conformité avec leprotocole experimental et dans le respect des rêgles des Bonnes Pratiqucs Cliniqucs.
Toutes lea observations et Ics donnécs numériques recueillies au corns de cet essai sont rapponées dans WIc present document.

Ft
Aprés relecrure et en tant qu’lnvestigateur, je certilie ces donnCes confonnes

a Ia reajitC des résultats obtenus.
Docteur Yvette WELTERT, Dennatologue.

Date: o i k Signature:

Ce rapport a éÉé audité par La personne en charge du Controle QualitC.
II est considéré comme Ctant Ie reflet exact des donnees génCrées et des procedures en vigueur

en rapport avec Ics Bonnes Pratiqucs ClirUques.

Date: 04. oZ ..O Nom: (SQ&UaT
- ORD

Signature:

Page 4/10
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PALMER Research Rapport d ‘étude 1030478PA
Version n° 01/004 du 6janvier 2004

3- PROTOCOLE EXPERIMENTAL

L’essai a étO réalisé conformément nit mode opérationnel reference Patch test simpIe.

3.1 - Volontaires

3.1.1 — Caracitristiques des sujets bwtus

V 10 sujets oat été inclus dans l’essai,
V dont sept tIe sexe feminin et trois de sexc maseulin,
V âgés de 18 a 53 axis (moyenne d’ãgc: 30 mis).

Tous les sujets devaient répondre aux cñté:es dinclusion et ne presenter aucun cHtére tIe non-inclusion,dont en particulier:

3.1.2 - Critères d’inclusion

V aucun antecedent d’intolémnce ou dallergie a une matiêre premiere,V acceptauon de signature du consentement éclairC tIe participation,V phototype I a 111.

3.1.3 — C’ritères de non-inclusion

V femme enceinte ou qui allaite on prévoyant un debut do grossesse en cours détude,V pathologic cutanéc sur Ia zone d’expérience (psoriasis, eczema, vitiligo, pytiñasis versicolor, acne,etc...),
V presence d’un traitement mCdicamenteux per os:

- antihistaminiques, anti-inflammatoires orion antibiotiqucs < I sema’me,
anti-tussifs eriou conicoYdes <4 semaines,

- immunosuppresseur, rétinoido eVou anti-cancCreux < 6 mois,
debut, arrét on changement do traitement hormonal (y compHs piule contraceptive) < I mois etdemi,

V exposition au solell ou auxUV < I mois an niveau du dos,
V personae présentant tine peau hyper ithtable,
V personne présentant une pilosité importante, des taches tIe rousseur, des grains do beauté on untatouage au niveau du dos,
V sujet atteint dune maladie grave ou évolutivc,
V usage immodCrC do l’alcool ou du tabac.

Page 5/10
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PALMER Research
Rapport détude 10304 78P4

Version n° 011004 dii 6janwer 2004
3.2 - Méthodologie

3.Z I - Materiel, dose, durêe

La maiiêre premiere a ate appliquCe darts les conditions suivantes:

OLEAPHYCOL Lfl LOT 3.08.209 IZone:
zone scapulaireType tie Patch tests: Finn Chambcr 8mm (5OxmnZ)
ocelusifDoseS:
approximativement 0.O2mlCondition tie I’application: pure, imprégnant tine rondelie tie papier filtreDurde de I’application: 24 heuresControl:
patch sans produit

* I: La raison du choix tie Ia dose est conditionnéc par In capacitC tie In cupule, indiquée par lefabricant des “Finn Chambers’.

3.2.2 - Lectures

Les examens macroscopiques cutanés ont éÉÔ réalisés darn leg mémes conditions, en particulier auniveau tie l’éclairage (lampe <dumière du jour), 30 minutes aprês l’enlàvcment ties patchs. Enl’absence tie toute reaction cutanCe locale a Ia lecture de 30 minutes aprês erflêvement du pansement,l’essai a été ai-rCté. Cependant, ii a ate demandé a chaque volontaire tie verifier le Icademain l’absencetie reaction. Dans le cas dune reaction visible, Ic sujet devait revenfr au centre, des lcctures pouvant étreeffectuéesjusqu’O reversibijité des reactions cutanées.

Les cotations des évcntuelles reactions d’ithtatiorj stir chaque site ayant reçu In matiére premiere êtudiéeont Cte rCalisécs cornparativcment au site saps produit, scion les échelles nurnériqies suivantes:

Erythéme <E w

1! = 0 : absence d’CtythCme.
E = 0.5; ézythémc trés léger (a peine perceptible : coloration roséc discrete dune padie tic Lasurface testéc),
E ; éiythCme léger (coloration rosée discrete tie toute Ia surface testée ou bien visible surtine panic tie Ia surface testae).
F = 2 : érythCme net (Crythèmc net couvrant toute Ia surface testéc).F = 3 : éthCme important (éiythênc intense couvrant toute Ia surface testée ou OrythCmedififisant en dehors deja surface testée

(Edéme €0)>:

o = 0 absence d’dêmc
o = 0.5: axlCme trés leger (palpable, a peine visible)o = I xdéme léger (palpable et visible)o = 2 : dème net avee ou sans présenDe do papule(s) cu vCsicule(s)o 3 : odCme important (surface débordant Ia zone d’application) avec ou sans presence devCsicules ou tie bullc(s).

Page 6/10
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PALMER Research
Rapport d ‘étude 10304 78P4

Version n° 01/004 cbs ájanvier 2004

Los modifications Lie structure cutanéc (desséchement, rugosité, épaississement, réflectivité) pouvantëtre Iiées a Ia nature méme do Ia matiêre premiere etudiée ouà Pun des ingredients, ont fat l’objet d’unedescription dlinique dont l’intensité de chaque modification a été appréciée solon Ic baréme:
0,5 = douteux
I = léger
2 net
3 = important

3.2.3 — Interpretation des résuirats

L’anaiyse et i’interprttation des résultats oat eté réalisees en fonction des donnOes obtenues dans lesconditions experirnentales, a chaque temps Lie lecture.

Elics scat descriptives et compiétCes par le calcul d’un indice d’irritation moyen (JIM) a chaque tempsdo lecture, selon le rapport:

Z des cotations (erythême + crdème)
L1.M =

Nombre do sujets

rCet thdice ainsi obtenu (maximuw 12), pennet do classcr arbitnfrement Ia matiêre premiere étudiéescion lebarème d’interprátation suivant:

LLM Classe
I.I.M < 0.20 Nan irritante (Nfl0.20 JAM < 0.50 Légèrement irritante (LI)

0.50 I.I.M < 1 Moycunement irritante (1il)
I.T.M I Irritante (I)

Les valeurs individuellcs ct Ia catégorie do matiéres premieres a laquelle appanient Ia matiCre premiereé:udiéc ont également Cté prises en compte pour uric conclusion adaptée dans los conditions Lie l’essai(24 heures sous panscment occlusiO.

*Reférences bibliographiques:

• a Les essaLc cliniqucs en dernzatologie n, Thérapie, 1991, Tome 46, pages 183 a 287- a Dermato-allergologie tie contact n, C DUCOMBS, Editions MASSON, 1988 pagee 13 a 16; 36-3 7- it Dermatotoxicology Methods: The laboratory ‘i’orkcr’s VADEMECLIM n; N. MA RZULLJ —IL MAThA CU. Ed. Taylor Sc Francis, 1998.
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PALMER Researdi
Rapport d ‘étude 1030478P4

Version tic 01/004 clu djanvier 2004

4- RESULTATS

Les résultats individuets des lectures a chaque temps experimental sont regroupés dans It tableau cidessous.

OLEAP}WCOL LD LOT 3.08.209
(patch test 24 heures occiusif— pure)

SUJETS
LECTURES

Lecture 30 minutes aprés Lecture 24 heurca apt-asenièvement du patch enlévement du patchN° Identification Age Sexe Typc de
Mntière Modification . Matiêre Modification

(1) peau Temoin . Temom— jmzêre de structure — — pamiere de structureB 0 B 0 B 0 ElO13551 SEM On 19 F Not-male 0 0 0 o - T T ThTh -14s51[ABDRa 30 F Nomiale0 000
- 0000

-
15551 MAZPa 45 FNonnalefl 000 - 0000

-
16551 MICBe 21 M Nonnalco 000 - 0000

-
2IS5IFBENFa 39 F Nonnaleo 000

- 0000
-

22S5t MAUJe 53 M NormaleC 000
- 0000

-

23551 BERAr 23 F NonnalcO 000
- 0 00.50 - —24S51t VICAn 18 F Nonnale 0 0 0 0 - 0 0 0 0 -

26551 MICTr 24 M NoimaleO 000 - 0000
-

28551 PONVI 24 F Normaleo 000
- 0000

-Agemoyen 30 LLM 0 0 - 0 0.05
-

4.1St 0 0.05
IlCsultats non irrjtante non irritante

(I); M = masculin
F = féminin

Page 8/10
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PALMER Research
Rapport d’é:ude 1030478PA

Version C 01/004 du 6janvier 2004

5- CONCLUSION

30 minutes aprés l’enlevement du patch occlusil aucun volontaire n’a prdsenté de reaction d’ithtationsignificative d’une reaction d’intolCrance cutanCc.
Ala lecture 24 heures, un trés lóger érythème retardé Ctait note chez le sujet n°23S51.A la lecture 4jours, plus aucune reaction n’était constatCc.

Par ailleurs, aucun effet secondaire n’a été cbscrvá.

Dans les conditions expérimentaics retenues, on peut done conclure que Ia matiêre premiereOLEAPHYCOL LD LOT 3.08.209 tcstée sous controle dezmatologique, et appliquae pure etlocalement sous pansement occiusif pendant 24 heures, sur Ia peat de 10 volontaires adultes, est classécnon irritante.

Dr Yvette WELTERT
Dennatologuc
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PALMER Research
Rapport ci ‘étude 1 030478PA

Version n° 01/004 the tjanvier 2004

STUDY SUMMARY REPORT

Sponsor: Raw material: OLEAPHYCOL LD LOT 3.08.209SECMA BIOTECHNOLOGIE MARINE

PALMER Research code: 58343Address: ZI—BP6S
22260 PONTRIEUX
FRANCE

EVALUATIONOF THE ACUTE CUTANEOUS TOLERANCE OFA RA WMATERML ONADULTVOL UNTEERS: 24-HOUR SINGLE PATCH TEST
UNDER DER,WA TOLOGICAL CONTROL

Study number: I 030478PA
Study dates: from December 17 to December 19, 2003.
Study place: PALMER RESEARCH - Groupe DERMSCAN

Immeuble Ic CEI2 —H.P.2l32
27 Ed dii 11 novembre 1918
69603 VILLEURBANNE Cedex - FRANCE

Objective: Determination of the acute skin tolerance of a raw material by application underocclusive patch over a 24-hour period on the adult volunteer.
Methodology: Open Study. Number of subjects: 10.
Included criteria: Skin without any dennatological • Application duration: 24 hours.lesion, non alLergic volunteer.

• Condition of application: pure.
Evaluation criteria: Calculation of the mean irritation index:

M.I.T. total cutaneous reactions score (erythema + edema)
number of volunteers

Skin responses are scored from 0 to 3.
Analysis: Classification of the ra’.v material according to its Mdl:

if M.I.I. < 0.20 : Non irritating
if 0.20< M.I.1. <0.50: Slightly irritating
if 0.50< M.1.l. < I : Moderately irritating

if M.LI. : Irritating

Conclusion: The irritation index of the raw material OLEAPHYCOL LD LOT 3.08.209 isequal to 0 at the 30-minute reading and to 0.05 at the 24-how reading.
Under these study conditions, the raw material is classified non irritating.Dr Yvette WELTERT, Dermatologist
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• 2497 Vauxholl Road’ Union, NJ 07083’ Phone (908) 688-7600Fax (908) 688-7601

HARRISON RESEARCH
LABORATORIES, INC.

Palmer Research
Test Material: OLEAPHYCOL ID N° de lot 802038Repeated Insult Patch Test (RIPT)

FINAL REPORT
52 Human Subjects

HRL Panel #99-110 (6)
May 10, 1999

This ffipofl Is only submitted far the UtO & the patty to whom It is addmsaed. and neitherIt nor the name of our company or any mamber of our 5taFf may be used In cermedlon with anyathodising ci sate wilto’it our written aulhenzation.
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g1nHARRISON RESEARCHLABORATORIES, INC.

TYPE OF TEST:

2497 Vauxholl RoadS Union, NJ 07083’ Phone (908) 688-7600Fax (908) 688-7601

FINAL REPORT SYNOPSIS

HRL PANEL #99-110 (TM #6)

Repeated Insult Patch Test (RIPT)
PURPOSE:

To evaluate the potential of the test material, as a result ofrepeated applications, to induce contact dermal sensitizationin human subjects.
TEST MATERIAL:

NUMBER OF SUBJECTS:

SPONSOR:

OLEAPHYCOL LD N° tie lot 802038, a yeflow liquid, wasreceived at HRL on March 11, 1999 with the followinginstructions: Test as received.

58 empaneled; 52 completed; no subject discontinued dueto test material reaction.

Palmer Research
18, rue de Coulon
33640 Arbanats
France
per Dr Dominique Saboureau

TEST DATES:

PRINCIPAL INVESTIGATOR:DERMATOLOGIST:
TEST FACILITY:

March 29. 1999 through May 7, 1999,
Lynne B Harrison, PhD
Lewis P Stolman, MD, FADHarrison Research Laboratories, Inc. (HRL)2497 Vauxhall Road
Union, NJ 07083

RESULTS:
See Tables I-Il, and text, p 4.

CONCLUSION: In this RIPT, after repeated applications, test materialOLEAPHYCOL LO N° do lot 802038, did not induce contactderma! sensitization in human subjects.

Stolman, MD, FAAD
Lynne B Harrison, PhD

Medical (Dermatclogical) Investigator
Principal Investigator

Date
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HARRISON RESEARCHLABORATORIES, INC

FINAL REPORT

HRL PANEL #99-110

TEST MATERIAL: OLEAPHYCOL LD N° de lot 802038(Identified as Test Material #6 on HRL Form: Data RIPT)
REPEATED INSULT PATCH TEST (RIPT)

PURPOSE: The purpose of this study was to evaluate the potential of the testmaterial, as a result of repeated applications, to induce contact dermal sensitization inhuman subjects.

INVESTIGATORS: HARRISON RESEARCH LABORATORIES, INC. (HRL)
Lynne B Harrison. PhD
Principal Investigator

Lewis P Stolman, MD, FMD
Medical (Dermatological) Investigator

TEST DATES: This study was initiated on March 29, 1999 and concluded on May 7,1999.

TEST MATERIAL: The test material used in this study was OLEAPHYCOL LID N° delot 802038, a yellow liquid, provided by Palmer Research. The test material wasreceived at Harrison Research Laboratories, Inc. on March11, 1999 with the followinginstructions: Test as received.

PATCH PREPARATION: A webrilIadhesive patch (Kendall Healthcare ProductsCompany Patch #4022) was used occlusively. Approximately 0.2 ml of the testmaterial was applied to each patch.

TEST SITE: The test site was wiped dean with a dry Kimwipe® prior to eachpatching.

PANEL SELECTION: A total of 58 subjects, 15 male and 43 female, wereempaneled (see Table II.) The subjects range in age from 19 to 65.
Each potential subject completed an HRL History Form (HRL Form:SHF), includingrelevant medical history. (An updated History Form is secured every two years.)Each accepted subject was assigned a permanent HRL Identification Number.
No subject was used if he or she exhibited or had a history of any dermatological or
HRL Form:RIPT/FR(1)- Rev. 1/99
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Final ReporVRlPT Palmer ResearchPage 2 HRL Panel #99-110
Test Material #6: OLEAPHYCOL LD N° de lot 802038

PANEL SELCTlON: (continued) other medical or physical condition which wouldpreclude topical application of the test material. No known pregnant nor nursingwomen were used on this study.

Legally valid written Informed consent, in conformity with: 21 CFR 50.25. Subtitle A,Protection of Human Subjects, was secured from each subject.
An appropriate clearance period had elapsed since a subject was patched in aRepeated Insult Patch Test (RIPT) or Photoallergy Test (PA) before he or she wasused in this RIPT.

SCORING SYSTEM:

o = No visible, reaction
± = Faint, minimal erythema
I = Erythema
2 = Intense erythema, induration3 = Intense erythema, induration, vesicles4 = Severe reaction with enjthema, Induration, vesicles, pustules (may beweeping)
E = Edema
DR = Dryness
A = Hyperpigmentation
C = Change of test site
N9R = No 9° reading
- No reading

METHOD:

Induction Phase: As per HRL Standard Operating Procedures (SOP) (HRLForm:SOP/RIPT), the left side of the back was usually the test area for the InductionPhase. The subject’s skin was marked with a gentian violet surgical skin marker atthe left side of the test site.

The Induction test site was recorded on the anatomical diagram on the back of eachsubject’s individual Data Form (RIPT) (HRL Form: Data RIPT). In addition, at thistime, the prospective placement of the Challenge test site was also recorded on theanatomical diagram.

A series of nine (9) Induction patchings were completed over a period ofapproximately three weeks.

HRL Form:RIPT/FR(2)- Rev. 1199
1RRISON RESEARCH 2497 Vauxhall Road • Union, NJ 07083 • Phone (908) 688-76003ORATORIES, INC. Fax (908) 688-7601
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Test Material #6: OLEAPHYCOL LD N° de lot 802038

METHOD: (continued)

Induction Phase: (continued) II a subject was unable to make up a missed patchingduring the same week, the subject was either patched four days the following week orwas repatched at the end of the Induction Phase (tenth test day). Any absences andrepatchings are noted by the dates on the individual Data Form.

Each subject was instructed that the patch was to remain in place and kept dry forapproximately 24 hr, at which time the patch was to be removed by the subject. A 24hr period, during which no test material was applied, followed the weekday patchremovals; a 48 hr period followed the weekend patch removal.

Each subject returned to HRL on the appropriate day. The test site was observed bythe HRL Project Manager, and the reaction scored and recorded, using the modifiedscoring scale of the InternaUonal Contact Dermatitis Research Group System: Fisher,Alexander A., Contact Dermatitis, Lea & Feblger, Philadelphia, 1986: p 26, as perHRL RIFT SOP.

The identical test site was then repatched until the nine Induction patchings werecompleted.

Rest Period: A Rest Period of approximately two weeks followed the last Inductionpatching; no test material was applied during the Rest Period.

Challenge Phase: At the Challenge Phase, the original Induction test site wasobserved and each subject queried as to whether any reaction was experiencedduring the Rest Period. As per HRL RIFT SOP, the right side of the back was usuallythe virgin test site for the Challenge Phase.

As per HRL RIPT SOP, the Challenge patch was applied to the virgin site only. Eachsubject was again instructed to keep the patch on and dry.

Each subject reported to HRL approximately 24 hr later, at which time the patch wasremoved and the Challenge site scored by the HRL Project Manager. The originaltest site was also observed. (See RESULTS, below.)

Each subject reported to HRL at approximately 48 hr, 72 hr and 96 hr post-patchingfor additional observations; reactions were scored and recorded.

RESULTS: (See Tables I-li.) A total of 52 subjects, 13 male and 39 female,completed the test. Six subjects discontinued; no subject discontinued due to test

HRL Form:RIPT/FR(3)- Rev. 1199
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Test Material #6: OLEAPRYCOL LD N° de lot 802038

RESULTS: (continued) material reaction. The reasons for discontinuance are shown
in Addendum Ito this Final Report.

During the Induction Phase, no reactions were exhibited,

The original test sites exhibited no reactions during the Rest Period or at the
Challenge.

At the Challenge Phase, no reactions were exhibited.

CONCLUSION: In this RIPT Study performed according to the Method
aforementioned, after repeated applications, test material OLEAPHYCOL LD N° do lot
802038, did not induce contact dermal sensitization in human subjects.

RETENTION: All of the original Data Forms of this study will be retained by HRL for a
time period of at least three years or as otherwise required by law.

A laboratory retainer bottle of the test material shall be retained by HRL for a period

HRL Form:RIPTIFR(4)- Rev. 1199
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Palmer Research
HRL Panel #99-110
Test Material #6: OLEAPHYCOL LD N° de lot 802038

RETENTION: (continued) of at least two years, or such additional time period as mayotherwise be required by law.

Return or disposal of the unused test material shall be as per the Sponsorsinstructions—to be communicated within 30 days of receipt of this Final Report.

HARRISON RESEARCH LABORATORIES, INC.

%aa-%- LO&ü4,C )SC N D’ORAZIO, LPN
Project Manager

——a.-——-—

t_r%..,
LYNNE% HARRISON, PhD
Principal Investigator

Dated: May 10, 1999

This Final Report for
HRL Panel #99-110
is submitted to:

Dr Dominique Saboureau
Palmer Research
18, rue tie Coulon
33640 Arbanats
France

LEWIS P ST MAN, MD, FMD
Medical (Dermatological) Investigator

HRL Form:RIPT/FR(5)- Rev. 1/99
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Test Material #6: OLEAPHYCOL LO N° de lot 802038

ADDENDUM I

The following subjects discontinued; their reasons are noted. No subject discontinueddue to test material reaction.

Reason forHRL # Time of Discontinuance Discontinuance014 19319 After the fourth Induction reading Personal reasons018 18859 After the second Induction reading Personaireasons031 19552 After the 24 hr Challenge reading Personal reasons032 21045 After the eighth Induction reading Personal reasons040 19209 After the second Induction reading Personal reasons050 19679 After the initial patching Personal reasons

HRL Form:RIPT/FR(6)- Rev. 1/99
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Test Material 46: OLEAPHYCOL LU r de lot 802038

TABLE I: SUMMARY OF REACTIONS

TOTAL NUMBER OF SUBJECTS EMPANELED: 58

ChallengeReaction Induction Reading Reading (ER)Grade 1. 2 3 4 5 6 7 8 9 24 48 72 96

0 575755555454545453 53 51 52 52

1

IE

2

2E

J

4

-

1

N9R

NUMBER OF
SUBJECTS
ONPANEL 575755555454545453 53 52 52 52

SCORING SYSTEM:

0 = No visible reaction
± = Faint, minimal erythema
1 = Erythema
2 = Intense erythema, induration
3 Intense erythema, induration, vesicles
4 = Severe reaction with erythema, induration, vesicles pustules(may be weeping)
E Edema
- No reading
N9R = No 9th reading

HRL Form:RIPT Table I(7)-1/97
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Test Material #6: OLEAPHYCOL LD N° de lot 802038

TABLE II: INDIVIDUAL SUBJECT DATA

1 :6812 MS F
2 18927 SR F
3 04666 AG F
4 12073 CH F
5 19697 EG N
6 10372 ‘1’S N
7 20036 IC F
8 20037 LN F
9 21013 LE F
0 19965 CR F
1 01619 YB F
2 19851 ES F
3 14775 ME F
4 19319 OW F
5 21184 PR F
6 19371 RG N
7 19021 TV F
8 18859 OS F
9 19111 FH F
0 19242 CE F
1 19280 SF F
2 17300 PG F
3 19506 LS F
4 16570 AT F
5 10364 CM F
8 07262 TK F
7 16409 JR M
9 17629 FR F
9 19190 TB N
D 21046 DE N
1 19552 LM N
2 21045 HS N
3 13257 NL F

18177 35 F
3 11822 CL F
3 20169 3:1 N
7 19250 GV N
3 13593 LB F
? 20168 HP F
3 19209 CM F

45 0
36 0
64 0
38 0
40 0
52 0
28 0
37 0
38 0
41 0
50 0
64 0
45 0
33 0
38 0
42 0
38 0
36 0
57 0
58 0
56 0
42 0
50 0
64 0
45 0
50 0
59 0
45 0
51 0
57 0
48 0
40 0
44 0
52 0
47 0
42 0
44 0
47 0
58 0
39 0

96
0
0
0
0
0
0
0
0
0
0
0
0
0
x
0
0
0
x
0
0
0
0
0
0
0
0
0
0
0
0
x
x
0
0
0
0
0
0
0
x

RR(SON RESEARCH
iBORATORIES, INC.

2497 Vauxhall Road ‘ Union, NJ 07083 Phone (908) 688-7600
Fax (908) 688-7601

1, HRL ml Sex Ae 1

Challenge
Induction Reading Readina (HR)

2 3 4 5 6 7 8 9 24 48 72
o 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0
o 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0
0 0 0 X N X N N X N N
0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0
0 N N N N N N X X N N
0 0 0 0 0 0 0 0 0 0 0
o 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0
o 0 0 0 0 0 0 0 0 0 0
o 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 x x
0 0 0 0 0 0 0 X K X N
0 0 0 0 0 0 0 0 0 0 0
o 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0
o 0 0 0 0 0 0 0 0 0 0
0 N N N N XX N X X N
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Test Material #6: OLEAPHYCOL LD N° de lot 802038

TABLE II: INDIVIDUAL SUBJECT DATA (CONTINUED)

b URL mi Sex Age 1
1 21044 LN M 27 0
2 20054 WE N 21 0
3 14039 DE F 39 0
4 15357 PS F 42 0
5 17807 MD F 47 0
6 07966 TH F 19 0
7 07967 SU M 19 0
8 19054 DJ N 38 0
9 19837 AF M 48 0
0 19679 JC F 65 X
1 19094 HJ F 35 0
2 19862 JK F 48 0
3 03576 SD F 44 0
4 18965 JF F 22 0
5 20090 ICY F 37 0
6 16849 KG F 23 0
7 16851 SG F 22 0
8 19864 RP F 28 0

Induction Reading
2 3 4 5 6 7
0 0 0 0 0 0
0 0 0 0 0 0
0 0 0 0 0 0
0 0 0 0 0 0
0 0 0 0 0 0
0 0 0 0 0 0
0 0 0 0 0 0
0 0 0 0 0 0
0 0 0 0 0 0
x x x )c X IC
0 0 0 0 0 0
0 0 0 0 0 0
0 0 0 0 0 0
0 0 0 0 0 0
0 0 0 0 0 0
0 0 0 0 0 0
0 0 0 0 0 0
o 0 0 0 0 0

Challenge
Reading (UR)

6 9 24 48 72 96
0 0 0 0 0 0
0 0 0 0 0 0
0 0 0 0 0 0
0 0 0 0 0 0
0 0 0 0 0 0
0 0 0 0 0 0
0 0 0 0 0 0
o 0 0 0 0 0
0 0 0 0 0 0
IC IC IC IC IC IC
0 0 0 0 0 0
0 0 0 0 0 0
0 0 0 0 0 0
0 0 0 — 0 0
0 0 0 0 0 0
0 0 0 0 0 0
0 0 0 0 0 0
0 0 0 0 0 0

$CORING SYSTEM

0 = No visible reaction
± = Faint, minimal erythema
1 Erythema
2 = Intense erythema, induration
3 = Intense erythema, induration, vesicles
4 = Severe reaction with erythema,

vesicles pustules (may be weeping)
E = Edema

Dryness
Nypertiginentation
Change of test site
No reading
Na 9th reading

IC Discontinued

DR =
A

C =

N9R =

induration,

2497 Vauxhall Road • Union, NJ 07083 • Phone (908) 688-7600
Fax (9D8) 688-7601

RRISON RESEARCH
BORATORIES, INC.
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Test Material #6: OLEAPHYCOL LD N° de lot 802038

QUALITY ASSURANCE MEMORANDUM

This Final Report was reviewed for accuracy and conformity with both HRL Standard
Protocol #100 and HRL RIPT Standard Operating Procedures (including any Sponsor
alterations).

Inspections were accomplished as determined by a random sampling approach and
reported to the Project Manager and HRL Principal Investigator immediately foilowing
their completion.

The raw data for this study are retained at Harrison Research Laboratories. Inc.

HARRISON RESEARCH LABORATORIES, INC.

Dated: May 10, 1999 _A/45t10L ?/C4L—
SUSAN LAUCK
Quality Assurance Manager

INTERNAL QUALITY ASSURANCE UNIT

HRL Form:RIPT/FR(10)- Rev. 1/99

LRRISON RESEARCH 2497 Vauxhall Road Union, NJ 07083 • Phone (908) 688-7600
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TeL: +33(0)2969531 32- Fax: +33(0)2969531 30

www. blo tech marine-corn

MANUFACTURING PROCESS
PHYCOLTM LD

/ IDENTIFICATION

WASHING

(Lam maria Digitala)

GRINDING

EXTRACTION WUH THE SOLVENTS

_______

Addition of:
WATER & PROPYLENE GLYCOL - Methylparaben

FILTRATION

QUALITY CONTROL

PACKAGING

QUALITY CONTROL

- Propylparaben

Production Mana2er
Jean-Marc CATROUX

CONI’IDEN9’IAL BIOTECUMARINE’S PROPERlY

HARVESTING

An .mhI.,. at Ihs group

seprnc
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PHYCOL® LD

CARACTERISTIQUES MEI’HODES SIANDARD
(HA RAC7EFJ5TICS AIETHODS ST4NOARO

Aspect MO [‘In’ 002

Couleur MO P1-TV 002
‘u/our

Odeur
Odour

MO PRY 1)02

Uquide liinpide
Lunpul liquid

.Janne :1 jaunc veil (<RUG)
ciIoii to idllow gn’en

Caracté ristiq ue
( hr ziack’ris!tc

p’1 MO PRY 009 6,0 - 70

Densité (2110<)

1)r’nsilv
MO PRY 024 1,020- 1,060

Indiec tie refraction (2(1°C)

l?c’fnwti i’e ind’r
MO PRY 00X l,JS2- 1,396w

lzt rail sec —1 htr, a 105C)

Di:i’ ennui
MO PRY 033 1,5 - 2,5%

Propylene glycol
I’iopikne gli ciii

48 - 52%

i’eneur en can
lf’atc’r roizieti(

MO PitY GIN 48 -52%

Spectre LIV
(fl’ spectrum

MO PRY (113 Conforrne an (Cinoin
Sinilku to the stauthud

Spectre ER
1k apecli

MO PRY Oil Coriforme an tCrnoin
Similar to the .cuu,c/arcl

(onsenaleurs

- POll inClliyle
A•iethr/ ikuahen

- POD propIe
Pro1is’l PuPil/k’,?

MO PRY 020

MO P1 IY 1)2(1

016-0,20%

0,03 - 0,06%

Bic
Marine

Date de mise a Jo LW 18/07/2005

rIM/INC NAME: Pmpylene Glycol — Aqua/Water- Iainüiaria Digitat.i Extract
(AS :57551, — 7732,8.5 -

FINECS : 2003380 — 231.7912 — 289.9801)

DONNEES PHYSICOCHIMIQUES
P I-! YSICO-C1-ILMICA L PA JA

Numéro de référence/ Refrrenee izuniher: STANDARD

MO 1’[W (N) I

Distributed for comment only -- do not cite or quote 
 



fl
Biotec
)Viarine

CARACTERST1QUES
CHARi1C iiRi5ficc

Gernws totaux*

Joint genus4

Cermes Palhogènes

PntIogens

Ievures/ Moisissures*

Yinsts / Nlordds4

Cifa/INC1 NANI!: Propylene Glycul — Aqua/Water- Lan,inaria Digitata Lxttwt

CAS :5755.6 — 77U185 - 900-16.12.1
lINErS: 2(NYflS.0 — 23L791 2— 2W)Q8[),I)

DONNUPS MICROBJOLOCIQUES
MICROBIOLOGiCAL DATA

Numéro tie réfêrence / Reference nlImbL’r STANDARD

METHOIJES STANDARD

MFJHLIFJS SJANDARn

MO MIC 002 <100

— Slnjihjjlnrocyns nnreiis MD M IC 012 Absence
None

— Cundida nibunus MO MTC 010 Absence
Nonc’

— Pseudomouns aerilgisosu MO MIC (HI Absence
None

- Enterobacterincene MO MIC 1)3) < 100

MOMICO2I <100

Les résuitats sontewnrn en (LIEU/nil) potirics lfquides ci (UFC/g) pour lcs solidcs

CERTIFIE CONFORME
CERTIFIED TRUEAND CORRECT

RESPONSABLE DU LABORATOIRE DE MICRQBIQLQGIE: M. QUINTIN

MICRO&OLO&CAL £ABOR4 TORY MANAGER

KSc”\, cj5

c-- —
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PHYCOL® LD
CIFA/INCI NAME: Vnipylene Glytni — Aqua/Water— Lmiizzaria I)igiIala Utra.t

CAS :57.55.f— 7732.18.5-9t)(N612.I

FINECS :2003380 — 231.791.2 — 2S’L9800

DONNEES PIJYSICOCHIMIQUES
PIIYSICO-CIIEMJCAL DATA

Num&o tie refUrence/ Rt’fi’re,ur numfrr: STANDARD

C&R4CEERISTIQUES
CHARACTERiSTiCS

Métaux lourds
Heaz’y int’tnls (pi”)

STANDARD
STANDARD

Arsenic mineral
Mineral Arsenir

• Cadmium

Cadniin in

• Plomb
Lent!

• Nickel
N it he!

• ArgdnL
Sih’i’r

CERTIFIE CONFORME
CERTIFIED TRUE AND CORRECT

RESPCNSABLE 0(1 LABQRATOIRE DEPHYSJCO-CHIMIE: M. If BRETON

PHYSZXPUMItAL 1A80R4 TORY MANAGER

i

<5

<10

Jo / °°

<2

<5

7-
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R E S E A R C H

Etude de la tolerance cutanée aiguë d’une matière

premiere chez le volontaire adulte:

Patch-test 24 heures occiusif

sons contrôle dermatologique

Version no 01/004 di, l6janvier 2004

Etude 1030478PA

r
t I

;1...

Matière premiere: PHYCOL LD LOT 3.10.246
(58352)

S’J rOCLAL-LYON I— /2bd 1? 1918 j ot (3 ‘3 tClt ci t- jt r1 C

69603v1AEU?EANZ-.Cede oncA fno I me C’i c3 I
TiL:33M472826088 Promoteur’ SECMA BIOTIXUNOLOGIE MARINEF. 3 (0)472 82 6083

BCWEAUX ZI — BP 65
Pai:I.Le-3,njnduQ& 22260 PONTRIEUXa’ b7 tA:R:GNP.C

Te :3D’J35S347556 FRANCE
F* I, (0)5 56347554

Jr xrn.c0C
ntne ww n.rck CDI.

Lyon, le l6janvier 2004
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PALMER Research Rapport d’Jtude 1030478PA
Version n° 03/004 dii Jdjanvier 2004

RESUME PU RAPPORT D’ETUDE

Promoteur: Matière premiere:
SECMA BIOTECHNOLOGIE MARINE PRYCOL LD LOT 3.10.246

Adresse: ZI — 1W 65 Code PALMER Research: 58352
22260 PONTRJEUX
FRANCE

ETUDE DE LA TOLERANCE CUTANEE AIGUE V ‘UNE MA TIERE PREMIERE CHEZ LE
VOL ONTAIRE ADUL TE PA TCH-TEST 24 HEURES OCCL USIF

SOUS CONTROLE DERMATOLOGIQUE

r

r I
L

Numéro d’étude: 1030478PA
Dates de l’étudc : du 7 au 9janvier 2004.
Lieu de l’étudc: PALMER RESEARCH - Groupe DERMSCAN

Immeuble Ic CEI 2—B.P.2132

27Bddu 11 novembre 1918
69603 VELEURBA11NE CEDEX - FRANCE

Obiectif: Dttenthier le potentiel irritant primaire d’une matiêre premitre
aprés application unique sous pansement occlusif pendant 24 heures
chez Ic volontaire adulte.

Méthodologte: Etude en ouvert. NombTe de suiets: 12.

CritCrcs d’inclusion: Peau indenme de toute lesion • Dw&del’application :24 heures.
dermatologique, sujct non • Condition d’utilisaflon : pure.
aIleriquc.

Critères d’Cvgluation: Determination du score dirritation moyen:

[EM = score total des reactions (éihêmc + crdème)
nombre total dc volontaires

Lea reactions sont cotdcs defl 1 3.
Méthodes danalyse : Classement de Ia matiCre premiere en fonction de son I.I.M

Si LLM < 0,20 : Non Irritante
Si 0,20 < L1.M < 0,50 : Légêrement Ithtante
Si 0,50 I.I.M < 1 : Moyennement li-ritante

Si I.1.M? I : Irritante

Conclusion : L’indice d’ithtat!on moyen de In matiêre premiere PRYCOL LD
LOT 3.10.246 est Cgal 1 0.58 (moycunement irritantc) a In lecture
30 minutes et 1 0.42 (lCgèrement irritantc) a in lecture 24 heures.

Vtitn1LTERT
Dermatologue
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PALMER Research Rapport d’éncde IO3OI7RPA
Version if 01/004 du l6janvier 2004

1- INTRODUCTION

A in demande de la société SECMA BIOTECIINOLOGIE MARINE - ZI - liP 65 - 22260
PONTRIEUX - FRANCE, nous avons évalué sur 12 volontaires adultes, Ia tolerance cutanée aiguë ou
potentiel irritant de In matitre premiere:

PHYCOL U) LOT 3.10.246

aprés application unique sur Ia peau du dos (zone scapulaire), sous pansement occiusif maintenu
pendant 24 heures (patch-test 24 heures).

Cet essai a éte réalisé “en ouvert” selon in méthodologie des essais épicutanés sous occlusion.

Pour rdallscr cette Ctude, nous avons reçu Ic S décembre 2003 un echantilion de in matière premiere que
nous avons référencé sous Ic code PALMER Research 58352.

L’essai a commence le 7 janvier pour s’achcver ie 9 janvier 2004.

2- CERTIFICAT D’ALTIIENTICITE DES RESULTATS

Létude faisant lobjet du present rapport a etC conduite sous ma responsabiBté, en conformité avec Ic
protocole expCrimentai et clans le respect des rCgles des Bonnes Pratiques CHniques.
Toutcs les observations ci ies données nuitériques recudilhics au corns de cet essni sent npportées dans
le present document.

Aprés relecture et en taut qu’Investigateur, je certifie ces donnCes conformes
a Ia réalité des resultats obtenus.

Docteur Yvette WELTERT, Dennatologue.

Date: Signature

Ce rapport a the auditC par In personne en charge du ContrOle Qualité.
Ii cst considéré comme étant Ic relict exact des donnCes génCrées et des procedures en vigucur

en rapport avec les Bonnes Pratiqucs Cliniques.

Date: O-O.O4- Nom:UT-bt*.At13 Saiaav’c

Signature:
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PALMER Research
Rapport d ‘étude 10304 7SPA

Version n’ 01/004 du laJanvier 2004

3- PROTOCOLE EXPERIMENTAL

L’essai a été realise conformément au mode opérationnel référencé <(Patch test simp1e.

3.1 - Vulontaires

3.1.1 - C’aractéflstiques des sidets inch’s

V 12 sujcts ont été inclus dans l’essai,
V dont dix do sexe féminin at deux de sexe masculki,
V âgCs de 19 aS? ans (moyenne d’ãgc: 36 ans).

Tous les sujcts devalent rdpondre aux cdtêres d’inclusian et no presenter aucun critère de non-inclusion,dont en particuhcr:

3.12 - Critères d’indusion

V aucun antécédent dintolérance ou d’allergie ii uric matiêre premiere,V acceptation de signature du consentenient ectairô de participation,V phototype I a Hi.

3.1.3 - Crhères tie non-inclusion

V fernme enceinte mx qul allaite ou prdvoyant un debut de grossesse en corn-s d’étude,V pathologie cutanCe sur Ia zone d’expCñence (psoriasis, eczema, vitiligo, pytiriasis versicolor, acne,etc...),
V presence d’un traitement médicamenteux per as:

- antifilstaminiqucs, anti-inflammatoires ct/cu antibiotiques < I semaine,
- anti-tusslEs ct/cu corticoldcs < 4 semaines,

immunosuppresseur, rétinoide etcu anti-cancCreux < 6 mois,V debut, arrét mx changement de traitement hormonal (y compris pilule contraceptive) < 1 mois etdemi,
V exposition an soleil ou aux UV < 1 mois an niveau du dos,V personne préscntant une peau hyper irritable,
V persQrme préscntant une pilositC importante, des tachcs de rousseur, des grains de beaute ou untatounge an xñveau du dos,
V sujct atteint dune maladie grave ou Cvolutive,
V usage intmodérd de l’alcool ou du tabac.
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PALMER Research
Rapport d’Jtude 1030478PA

Version n° OI/OOddu Iójanvier2004

3.2 - Mdthodotogie

3.2.1 - Materiel, dose, durée

La matiére premiere a été appliquée dans les conditions suivantes:

______________________________

PEYCOL LU LOT 3.10.246Zone: zone scapulaire
Type de Patch tests: Finn Chamber® 8mm (50mm2)

____________________________________________________

occiusifDose*:
approximativement 0.02m1Condition do l’application: pure, imprégnant une rondelle de papier litreDurée de l’application: 24 heures

Control: patch sans produit

* Note: La raison du choix do In dose es: conditionnée par Ia capacité do ia cupule, indiqude par lefabdcant des “Finn Chambers®’.

3.2.2 - Lectures

Les examens macroseopiques cutanés out été realises dans les mémes conditions, en particulier aunivcau de l’éclairage (lampe dumiCre du jour>), 30 minutes aprés l’enlêvement des patchs. Enl’absenco de coute reaction cutanée locate a In lecture de 30 minutes apses enlévement du pansement,l’essai a dté arrété. Cepcndant, ii a etC demandC a chaque volontafre de vddfler le lendcmnin l’absencede reaction. Dans Ic cas d’une reaction visible, Ic sujet devait revenir au centre, des lectures pouvant êtretffectueesjusqu’a réversibilitC des reactions cutandes.

Les cotations des éventuelies reactions d’ithtation sur chaque site ayant recu Ia matiCre premiere étudiéeoat etC rCalisCes comparativement au site sans produit, scion les Cchelles numédques suivantes:

ErythCmc <£ n:

E = 0 : absence d’eiythéme.
F = 0.5: Crythême trés lCger (a peine perceptible : coloration rosCe discrete dune paflie de Tasurface testéc).
E = I : CrythCme lCger (coloration rosCe discrete de toute in surface testée ou bien visible sirune pat-tic de Ia surface testCe).
E = 2 : CrythCme net (Czythéme net couvrant toute Ia surface testée).
B = 3 : Crytheme important (Crythème intense couvrant (nato Ia surface (estee ou CtytbCmediffusant en dehors de Ia surface testCe

Cdème < 0>>:

o = 0 : absence d’dCme
o = 0.5: déme três leger (palpable, a peinc visible)o = I : dème ICgcr (palpable et visible)
o = 2 : dême net avec ou sans prCsencc do papule(s) ou vCsicule(s)o = 3 : czdème important (surface débordant Ia zone d’application) aver ou sans presence devésicuics ou de bulle(s).
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PALMER Research Rapport d’èude 1030478PA
Version n° 01/004 do i6janvier 2004

Les modifications de structure cutanéc (desséchement, mgosité, épaississement, réflectivité) pouvantëtre liées a Ia nature méme de in matiêre premiere étudiée on a i’un des ingredients, ant fait l’objet d’unedescription clinique dont l’intensité de chaque modification a ete appréciée selon le baréme:

0,5 = douteux
I léger
2 net
3 = important

3.2.3 — interpretation des rtstiltats

L’analyse et l’interprétation des résultats ont été rCalisées en fonction des données obtenues dans [Csconditions expédmentales, a chaque temps do lecture.

Elies sent descriptives Ct complétées par Ic calcul d’un indice d’irritation moyen (JIM) a chaque tempsdo lecture, selon le rapport:

Z des catations (érythème + o2dème)
JJ.M=

Nombre do sujets

Cet indice ainsi obtenu (maximum 12), permet dc ciasser arbitnfrement Ia matière premiere etudiec Fselon Ic baréme d’interprétation suivant:

ELM Classe
LI.M < 0.20 Non irritante (N

0.20 I.J.M < 0.50 Légèrement irritante(LJ)
0.50 LI.M < 1 Moyenncment irritante (MU
J.I.M 1 Irritante (I)

Lea valeurs individuelles ct Ia catégorie do natières premieres a laquelie appartient Ia matiêre premiereétudide ant égalcment ate prises en compte pour une conclusion adaptec dans lea conditions do I’essai(24 heures sous pansement occiusiD.

*References bibliographiques:

- ô’ Les essais cliniques en dermatologie , Thirapie, 1991, Tome 46, pages 183 ii 187
- i Dermato-allergologie tie contact , G. DUCOMBS, Editions MASSON, 1988 pages 13 a 16; 36-3 7
- aDarniatotoxicology Methods: Y’I,e laboratory worker’s VADEMECUM o ; N. MARZULLI —IL MAIRA CII. Ed. Taylor & Francis, 1998.
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PALMER Research

4- RESULTATS

Rapport d’èrude 1030478PA
Vers(on n° 01/004 di, l6Janvicr 2004

Les résultats individuels des lectures a chaque temps experimental sont regroupds dans le tableau cidessous.

PHYCOL LU LOT 3.10.246
(patch test 24 heures ocelusif — pure)

SUJETS LECTURES

Lecture 30 minutes aprés Lecture 24 heures aprés
enlévement du patch enlévement du patchN° Identification Age

Sexe Twe de
Matière Modification . Mature Modification(I) peau Témom .. Temom

— prruere de structure — — pguére de structure
B 0 E 0 E 0 F 016502 FEVM1 55 F Normale 0 0 0.5 0 - 0000 -18502 LARCI 55 F Nonnale 0 0 0.5 0 - 0 0 0 019S02 SCALa 21 F Normalco 01 0 - 000.50 -20S02 SANVa 30 F Nomialco 000 - 0000 -21502 GUTA! 19 F Nonnale0 00.50 - 0 00.50 -23502 PICPa 57 F Nonnaleo 000 - 0000

-24502 TANSo 21 F Normaleo 00.50
- 0 00.50 -25502 SERFr 45 F Nonnalco.5 0 0.5 0 - 0 00.50 -26502 BEItSo 21 F Normaleo 000 - 0 00.50

-27502 FORGi 51 M NonnalcO 0 20.5 - 0010
-30502 LOMFr 38 F J Nonnale 0 0 1 0 - 0 0 1 0 - Jr31S02 KHAGr 19 MLNonnaieO 00.50 - 000.50 -Age rnoycn 36 LI.M 0.04 0.62

- 0 0.42

1.I.M 0.58 0.42
Rdsultats moycnncment irritantc légérement irritante

(1) M = masculin
F fémirdn

Remargue: Le volontaire n°25S02 a prdsentd uric trés légére reaction Crythématcuse au niveau de Iacupule témoin 30 minutes aprCs Ic retrait des patchs. Cette reaction ayant dispam a 24 heures, le sujetest inclus dans le calcul.
Le calcul de I’LI.M eat effectuC par différencc entre le score de Ia matiCre premiere et Ic score témoin.
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PALMER Research
Rapport d’&ude 1030478PA

Version n° 01/004 dii I6janvier 2004

5- CONCLUSION

30 minutes aprês l’enlévement du patch occiusif, huh volontaires (n°16S02, n°1SSOZ, n°19S02,n°2 I S02, n°24S02, n°27S02, n°30S02 et n°3 1 S02) ant présenté un três léger a net erythême.A In lecture 24 heures, un trés léger a léger Crythême était toujours observe chcz les sujets n°19S02,n°21S02, n°24S02, n°27S02, n°30S02 et n°3 1502. Un très léger éiytheme retardé était note chez lessujets n°25S02 et n°26S02.
A In lecture 4jours, plus aucune reaction ndtait constatéc.

Par ailleurs, aucun effet secondafre n’a etC observe.

Dans les conditions expCdmentales retenues, on peut done conclure que Ia matière premiere PIIYCOLLD LOT 3.10.246 tcstCc sous contrôle dermatologique, at appliquCe pure at lacalement sous pansementocclusif pendant 24 heures, stir Ia peau de 12 volontaires adultes, est classée moycnnement irritante aIa lecture 30 minutes at lépèrement irritante a Ia lecture 24 heures selon Ia cotation de I’fflvl.

Dr Yvette WELTERT
Dorm atologue
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PALMER Research
Rapport d’étude 103 0478PA

Version n° 01/0 04 dii i6janvier 2004

STUDY SUMMARY REPORT

Sponsor: Raw material: PHYCOL LU LOT 3.10.246SECMA BIOTECRNOLOGIE MARINE

PALMER Research code: 58352Address: ZI — B? 65
22260 PONTRJEUX
FRANCE

EVALUATION OF THEACUTE C&TANEOUS TOLERANCE OFA RAWMATERIAL ONADULTVOL UNTEERS: 24-HOUR SINGLE PA TCH TEST
UNDER DERMA TOLOGICAL CONTROL

Study number: 1030478PA
Study dates: from January 7 to January 9 2004.
Study place: PALMER RESEARCH - Groupe DERMSCAN

Tmmeuble le CEI 2— B.P.21 32
27Eddu II novembre 1918
69603 VILLEURBANNE Cedex - FRANCE

Objective: Determination of the acute skin tolerance of a raw material by application underocclusive patch over a 24-hour period on the adult volunteer.
Methodology: Open Study. Number of subjects: 12.
Included criteria: Skin without any dennatological • Application duration: 24 hours.lesion, non allergic volunteer.

• Condition of application: pure.Evaluation criteria: Calculation of the mean irritation index:

MA.!. = total cutaneous reactions score (ervthema ÷ edema)
number of volunteers

Skin responses are scored from 0 to 3.
Analysis: Classification of the raw material according to its M.I.l:

ifM.LI. < 0.20 : Non irritating
if 0.20 <‘MA.!. <0.50: Slightly irritating
if 0.50 M.I.T. < I : Moderately irritating

ifM.LL> I : Irritating

Conclusion: The irritation index of the raw material PRYCOL LU LOT 3.10.246 is equal to0.58 (moderately irritating) at the 30-minute reading and to 0.42 (slightlyirritating) at the 24-hour reading.
Dr Yvette WELTERT, Dermatologist I
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BiotechMarine 2.!.- B.P.72 •22260 Pantricux (FR)
Tel.: +33(0)2969531 32-Fax: +33(0)2969531 30

ww,bioteyhrpnige.cpm

MANUFACTURING PROCESS
PHYCOLTM LD BGIPF

HARVESTING / IDENTIFICATION (LAM]NARM DIGITATA)

WASHING

DRYING

GRINDING

EXTRACTION WITH THE SOLVENTS
VEGETABLE BUTYLENE GLYCOL & WATER

FILTRATION

QUALITY CONTROL

PACKAGING

QUALITY CONTROL
Production Manager
Jean-Marc ATROUX

(CR/I -

c0NFWEN’rIAL BIOTECHMARTNE’S PROPERTY An afflllfl oflhe group
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F Date de mise àjour /Updated date :17/05/2018

Li PHYCOLTM LD

Marine
INCI NAME:
CAS M°:
EINECS N3:

DONNEES PHVSICOCHIIvUQUES
PHYSICO-CHEMICAL DATA

Ninnéro tie reference/Reference nunther: STANDARD

METHODES
METHODS

MO PRY 002

MO PHY 002

MO PRY 002

MO PRY 009

MO PRY 024

MO PRY 008

STANDARD
STANDARD

CARACTEMSTJQUES
CHARACTERiSTICS

Aspect
Aspect

Couleur
colour

Odeur
Odour

pH

Densité (20°C)

Density

Indice de refraction (20°C)

Refractive indar

Extrait sec (lg—4 heuresà 105°C)

Dry extract

Butylène Glycol ‘égétaI
Vegetable Butylene Glycol

Teneur en eau
Water content

Spectre UV
UVspectn4m

Spectre JR
JR spectnnn

* un ldger dépôt pout apparaitre. II s’agit dun phénomêne nawrel gui nahére pas Ia qualité du produit / a light deposit may appear

This is a natural phenomenon which does not affect product quabo’.

MO PRY 033

MO PRY CCI

MO PRY 018

MO PHY 013

MO PRY 011

Liquide limpide a légérement opalescent*
Limpid to slightly opalescent liquid*

Jaune(7UG)
Yellow

Caractérisfique
Characteristic

5,0 —7,0

1,010—1,040

1,390w— 1,400

1,0—3,0%

48,0—52,0%

48,0 — 52,0%

Conforme au témoin
Similar to the standard

Conforme an tCmoin
Similar to rite standard

Butylene Glycol - Aqua/Water - Laminaria Digitata extract
107-88-0 —7732-18-5 — 90046-12-1
203-529-7 —231-791-2 — 289-980-0

- fluethM,,ci 11 — U.P72 - 332C5 Pontrpcux- FRAIC(1 Tc +35 (0) 96953)32- Page: 1/5
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PHYCOLTM LD BGIPF
INCI NAME:
CASND:
BINECS N°: 203-529-7 —231-791-2 — 289-980-0

DONNEES PHYSICOCHIMIQUES
PHYSICO-CHEM1CAL DATA

Nurnéro tie reference/Reference number: STM’JDARD

CARACTERISTIQUES
CHARACTERISTICS

Métaux Iourds*

Heavy metalst (nig4g)

— Arsenic mineral
— Mineral arsenic

-Cadmium
-Cathuiwn

-Plomb
-Lead

-Nickel
-Nickel

STANDARD
STANDARD

<3

<5

-Argent
-Silver

<5

* Teneurs garanties Sons contrôle statistique / Contents guaranteed under statistical control

L

Butylene Glycol - Aqua/Water - Laminaria Digitata extract
107-88-0 —7732-18-5 — 90046-12-1

•Hlc:CCILP’:11’r.v Zt - UP72 2Z26i?onu’cu*-FRANCEThI 43{O)Z9653I 32 Page : 25
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a
INCI NAME:
CAS N°
EINECS N°:

PHYCOLTM LD BG/PF J!
Butylene Glycol - Aqua/Water - Laminaria Digitata extiact
107-88-0 —7732-18-5 — 90046-12-1
203-529-7 —231-791-2 — 289-980-0

DONNEES PFfYSICOCHIMIQUES
PHYSICO-CHEMICAL DATA

NumCro de reference/Reference number: STANDARD

CARACTEJUSTIQUES METHODES STANDARD
CHARACTERiSTICS METHODS STANDARD

Germes totauX** MO MIC 002/ NF EN ISO 21149 < 100
mid genns**

Germes Pathogènes
Pathogens

- Staphylococcus aureus MO MTC 012 / NP EN ISO 22718 Absence
None

- Candida albicans MO MIC 010 / N? EN ISO 18416 Absence
NOn C

- Pseudornonas aeniginosa MO MIC 01 I / N? EN ISO 22717 Absence

None
- Escherichia coli MO MIC 025 / NF EN ISO 21150 Absence

None

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

** Les résukats sont indiqués en LTFC.’mL pour les liquides et en UFCIg pour les solides
** Results are indicated in CFU/mLfor the liquids and in C’FU/gfor the solids

CONFORME
CERTIFIED TRUE AND CORRECT

RESPONSARLE CONTROLE QUALITE:
P. SOUBIES

QUALITY CONTROL MANAGER

117MM 2018

CONFORME
CERTIFIED TRUE AND CORRECT

COORDINATRICE ASSURANCE OUALITE:
M. TANNIOU

QUALITYASSURANC’E COORDINATOR

111MM 2018

uccdis+t,r.nr 3 P72 - 22260 Prn’uinsx FRANCE Tél +33(012% 9531 32- Page 5/5
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TO: Bart Heldreth, Ph.D.

Quality & Innovation

FROM:

DATE:

Executive Director - Cosmetic Ingredient Review (OR)

Carol Eisenrnann. Ph.D.
Personal Care Products Council

September 11,2018

SUBJECT: Fucus Vesieulosis Extract

Biotech Marine. 2015. Manufacturing process Oleaphycol FV (Fucus Vesiculosis Extract in
Caprylic/Capric Triglyceride).

Biotech Marine. 2016. Oleaphycol FV Physico-chemical data (Fucus Vesiculosis Extract in
Caprylic/Capric Triglyceride).

Harrison Research Laboratories, Inc. 1999. Repeated insult patch test Oleaphycol FV (Fucus
Vesiculosis Extract in Caprylic/Capric Triglyceride).

Palmer Research. 2004. Etude de Ia tolerance cutanëe aigu d’une matiêre premiere chez Ic
volontaire adulte: Patch-test 24 heures occlusif sous contrôle dermatologique. Oleaphycol
FV (Fucus Vesiculosis Extract in Caprylic/Capric Triglyceride).

1620 L Street, N.W., Suite 1200 Washington, D.C. 20036 202.331.1770 202.331.1969 (fax) www.personalcarecouncil.org

Persona Care Products CouncH
Committed to Safety,

Memorandum
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Ii
WASHING

GRINDING

EXTRACTION WITH THE SOLVENT
CAPRYLIC’CAPRJC TRIGLYCERJDE

1
FILTRATION

I,

QUALITY CONTROL

Jr
PACKAGING

QUALITY CONTROL

Production Ma,,aeerJeanJjarc CA rROUX

HARVESTING / IDENTIFTCATION (Fucus Vesiculosus)

BJOTECHMARLNE (01,22/2015)
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Date demise a jour /Upda led date: 01/12/2016

OLEAPHYCOL FV

7c75 GapryI1c /CQft;C
Produit confonue Mass Balance (RSPO) BVC-RSPO-l-1972708497 / Product Mass Balance
compliant(RauntablefDr Sustainable Paint Oil (ESPO)) BVC-RSPQ-1-1972708497 4 S

DONNEES PHYSICOCHIMIQUES
PHYSICO-CHEMICAL DATA

reference I Reference nunther:

CARACTERISTIQUES
CHARACTERISTICS

METHODES
METHODS

STANDARD
STANDARD

PO-HSE-004 Conforme
Conform

Aspect
Aspect

Conleur
Colour

Odeur
Odour

Densité (20°C)
Density

MO PHI 002

MO PRY 002

MO PHI 002

MO PHI 024

Liquide limpide huileux
Oily Limpid liquid

Jaune Clair a jaune vert
Pale yellow to yellow green
Faible
Slight

0,920 - 0,980

Indice de réfraction(2oac) MO PHY 008 - 1,460o
Refractive index

Spectre UV
LIV spectrum

Spectre JR
JR spectrum

MO PHI 013

MOPHYO1I

Conforme au témoin
Similar to the standard

Conforme au témoin
Similar to the standard

Solvant
Solvent

Métaux lourds*(mglkg)

Mélange de triglycerides d’acides gras sawrés (C8C1O) d’origine végétale
Mixture of triglycerides of saturated fatly acids (CSCIO) of vegelal origin.

Heavy metals* (mg/kg)
• Arsenic

Arsenic

• Cadmium
Cadmium

• Plomb
Lead

• Nickel
Nickel

• Argent
Silver

Teneurs garanhes sous contrale stahshquc / Contents gtiaroziteed inider statistical contra!

<2

<3

<5

<2

<5

—

BiotëZh
Marine

INCI NAME: Caprylic Cap-ic Triglyceride — Fucus Vesiculosus Extract
CAS Na: 73398-61-5 — 84696-13-9
EINECS N°: 277452-2 — 283-633-7

Numéro de

lri’J(yrcerj’-de

STANDARD

Pucus V. S,r3/d5

Ey (--qct

Conformité Mass Balance
Mass Balance conformity

Jocc’w ‘joprn

LJHcchI4.m: LI - [II’72 -2’2(,II’i!mn.a FkAcrE1c1 +lIIIJ2%9S 11 Page: 1/4
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OLEAPHYCOL FV
INCI NAME: Capzytic Capdc Triglyceride — Pucus Vesiculosus Extract
CAS N: 73398-61-5—84696-13-9
EINECS Nt: 277-452-2 — 283-633-7
Produit conforme Mass Balance (RSPO) BVC-RSPO-1-19?2708497 / Product Mass Balance
cornpliaut(Rountabie for Sustainable Pains Oil (RSPO)) BVC-RSPO-1-1972708497

Numéro de

DONNEES MICROBIOLOGIQUES
MICROBIOLOGICAL DATA

référence / Reference number: STANDARD

CARACTERISTIQUES METHODES STANDARD
CHARACTERISTICS METHODS STANDARD

Germes Lotaux** MO MIC 002 / NF EN ISO 21149 < 100
Total genns**

Germes Pathogènes
Pathogens

- Stapizylococcsis aureus MO MIC 012 / NP EN TSO 22718 Absence
None

- Candida albicans MO MIC 010 / NF EN ISO 18416 Absence
None

- Pseudomonas aeruginosa MO MIC 011 I NP EN ISO 22717 Absence
None

- Escherkhia coli MO MIC 025 I MF EN ISO 21150 Absence
None

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

I_es résuhats sont indiqués en UFC/mL pour les liquides et en UFC/g pour les solides
** Results are indicated in CFU/mLfor (lie liquids and in CPU!g for tile solids

CON FORME
CER UFIED TRUE AND CORRECT

RESPQNSABLE CONTROLE QUALITE: P. SOUBIES
QUALITY CONTROL MANAGER

01 DCC. ;um

CONFORME
CERUFIED TRUE AND CORRECT

ASSURANCE OUAUTE A. HAMON
QUAU7YASSUR4NCE

D’oicI..,inc il—P 1fl2 •. 21360 [MASCFTh •l3Wj 2%1 ii 3 Page 4/4
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2497 Vauxhall Road’ Union, Ni 07083 ‘ Phone (908) 688-7600

nia si
HARRISON RESEARCH
LABORATORIES, INC.

Fax (908) 688-7601

Palmer Research
OLEAPHYCOL FV N° de lot 901033

Repeated Insult Patch Test (RIFT)
FINAL REPORT
52 Human Subjects

HRL Panel #99-110(5)
May 10, 1999

Fucus &4s,cJio,5

rry! Crr;c lr.j(jce_’1c5

This report Is oniy subuified ‘r the use of the party to whati It Is adressod, and neither
It nor the name of our company or any mernDer of cur staff may be used in connion with any

advertising or sale wftliout our wdllen aLJthoñzalIon.

Test Material:
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HARRISON RESEARCH
LABORATORIES. INC.

TYPE OF TEST:

2497 Vauxhall Road Union, NJ 07083’ Phone (908) 688-7600
Fax (908) 688-7601

FINAL REPORT SYNOPSIS

KRL PANEL #99-110 (TM #5)

Repeated Insult Patch Test (RIPT)

PURPOSE: To evaluate the potential of the test material, as a result of
repeated applications, to induce contact dermal sensitization
in human subjects.

TEST MATERIAL:

NUMBER OF SUBJECTS:

SPONSOR:

OLEAPHYCOL FV N° de lot 901033, a yellow liquid, was
received at HRL on March 11, 1999 with the following
instructions: Test as received.

58 empaneled; 52 completed; no subject discontinued due
to test material reaction.

Palmer Research
18, me de Coulon
33640 Arbanats
France
per Dr Dominique Saboureau

TEST DATES:

PRINCIPAL INVESTIGATOR:
DERMATOLOGIST:
TEST FACILIW:

March 29, 1999 through May 7, 1999.

Lynne S Harrison, PhD
Lewis P Stolman, MD, FMD
Harrison Research Laboratories, Inc. (HRL)
2497 Vauxhall Road
Union, NJ 07083

RESULTS: See Tables I-Il, and text, p4.

CONCLUSION: In this RIPT, after repeated applications, test material
OLEAPHYCOL FV N° de lot 901033, did not induce contact
dermal sensitization In human subjects.

Lewis P Stolman, MD, RAAD
Medical (Darmatological) Investigator Principal Investigator
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HARRISON RESEARCH
LABORATORIES, INC

FINAL REPORT

HRL PANEL #99-110

TEST MATERIAL: OLEAPHYCOL FV N° de lot 901033
(Identified as Test Material #5 on HRL Form: Data RIPT)

REPEATED INSULT PATCH TEST (RIPT)

PURPOSE: The purpose of this study was to eva)uate the potential of the testmaterial, as a result of repeated applications, to induce contact dermal sensitization inhuman subjects.

INVESTIGATORS: HARRISON RESEARCH LABORATORIES, INC. (HRL)

Lynne B Harrison, PhD
Principal Investigator

Lewis P Stolman, MD, FMD
Medical (Dermatological) Investigator

TEST DATES: This study was initiated on March 29, 1999 and concluded on May 7,1999.

TEST MATERIAL: The test material used in this study was OLEAPHYCOL FV N° delot 901033. a yellow liquid, provided by Palmer Research. The test material wasreceived at Harrison Research Laboratories, Inc. on March 11, 1999 with the followinginstructions: Test as received.

PATCK PREPARATION: A webril/adhesive patch (Kendall Healthcare ProductsCompany Patch #4022) was used occiusively. Approximately 0.2 ml of the testmaterial was applied to each patch.

TEST SITE: The test site was wiped clean with a dry Kinwipe® prior to eachpatching.

PANEL SELECTION: A total of 58 subjects, 15 male and 43 female1 wereempaneled (see Table II.) The subjects range In age from 19 to 65.

Each potential subject completed an HRL History Form (HRL Form:SHF), includingrelevant medical history. (An updated History Form is secured every two years.)Each accepted subject was assigned a permanent HRL Identification Number.

No subject was used if he or she exhibited or had a history of any dermatological or

HRL Form:RIPT(FR(1)- Rev. 1/99
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Final ReporVRlPT Palmer ResearchPage 2 RRL Panel #99-110
Test Material #5; OLEAPHYCOL FV N° de lot 901033

PANEL SELECTION: (continued) other medical or physical condition which wouldpreclude topical application of the test material. No known pregnant nor nursingwomen were used on this study.

Legally valid written informed consent, in conformity with: 21 CFR 50.25, Subtitle A,Protection of Human Subjects, was secured from each subject.
An appropriate clearance perIod had elapsed since a subject was patched in aRepeated insult Patch Test (RIPT) or Photoaflergy Test (PA) before he or she wasused in this RIPT.

SCORING SYSTEM:

a = No visible, reaction
± = Faint, minimal erythema
1 Erythema
2 = Intense erythema, induration3 = Intense erythema, induration, vesicles4 = Severe reaction with erythema, induration, vesicles, pustules (may beweeping)
E Edema
DR Dryness
A Hyperpigmentation
C Change of test site
N9R No g reading
- No reading

METHOD:

Induction Phase: As per HRL Standard Operating Procedures (SOP) (HRLForm:SOP/RIPT), the left side of the back was usually the test area for the InductionPhase. The subject’s skin was marked with a gentian violet surgical skin marker atthe left side of the test site.

The Induction test site was recorded on the anatomical diagram on the back of eachsubject’s individual Data Form (RIPT) (HRL Form: Data RIPT). In addition, at thistime, the prospective placement of the Challenge test site was also recorded on theanatomical diagram.

A series of nine (9) Induction patchings were completed over a period ofapproximately three weeks.

HRL Form:RIPT/FR(2)- Rev. 1/99
RRISON RESEARCH 2497 Vauxholl Road Union, NJ 07083 • Phone (908) 688-7600BORATORIES, INC. Fox (908) 668-7601
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Final Report/RIPT Palmer Research
Page 3

HRL Panel #99-110Test Material #5: OLEAPHYCOL flI N° do lot 901033
METHOD: (continued)
Induction Phase: (continued) If a subject was unable to make up a missed patching

during the same week, the subject was either patched four days the following week or

was repatched at the end of the Induction Phase (tenth test day). My absences and

repatchings are noted by the dates on the individual Data Form.Each subject was instructed that the patch was to remain in place and kept dry for

approximately 24 hr, at which time the patch was to be removed by the subject. A 24

hr period, during which no test material was applied, followed the weekday patch

removals; a 48 hr period followed the weekend patch removal.Each subject returned to HRL on the appropriate day. The test site was observed by

the HRL Project Manager, and the reaction scored and recorded, using the modified

scoring scale of the International Contact Dermatitis Research Group System: Fisher,

Alexander A., Contact Dermatitis, Lea & Febiger, Philadelphia, 1986: p 26, as per

HRL RIPT SOP.

The identical test site was then repatched until the nine Induction patchings were

completed.

Rest Period: A Rest Period of approximately two weeks followed the last Induction

patching; no test material was applied during the Rest Period.Challenge Phase: At the Challenge Phase, the original Induction test site was

observed and each subject queried as to whether any reaction was experienced

during the Rest Period. As per HRL RIPT SOP, the right side of the back was usually

the virgin test site for the Challenge Phase.
As per HRL RIPT SOP. the Challenge patch was applied to the virgin site only. Each

subject was again instructed to keep the patch on and dry.Each subject reported to HRL approximately 24 hr later, at which time the patch was

removed and the Challenge site scored by the HRL Project Manager. The original

test site was also observed. (See RESULTS, below.)Each subject reported to HRL at approximately 48 hr, 72 hr and 96 hr post-patching

for additional observations; reactions were scored and recorded.RESULTS: (See Tables I-IL) A total of 52 subjects, 13 male and 39 female,

completed the test. Six subjects discontinued; no subject discontinued due to test
HRL Form:RIPT/FR(3)- Rev. 1/99ISON RESEARCH 2497 Vauxhall Road Union, NJ 07083 • Phone (908) 688-7600

RATORIES, INC. Fax (908) 688-7601
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Final ReportJRIPT
Palmer Research

Page 4
HRL Panel #99-110Test Material #5: OLEAPHYCOL FV N° de lot 901033

RESULTS: (continued) material reaction. The reasons for discontinuance are shown

in Addendum to this Final Report.
During the Induction Phase, no reactions were exhibited.The original test sites exhibited no reactions during the Rest Period or at the

Challenge.

At the Challenge Phase, no reactions were exhibited.CONCLUSION: In this RIPT Study performed according to the Method

aforementioned, after repeated applications, test material OLEAPHYCOL FV N° de lot

901033, did not induce contact dermal sensitization in human subjects.RETENTION: All of the original Data Forms of this study will be retained by HRL for a

time period of at least three years or as otherwise required by law.A laboratory retainer bottle of the test material shall be retained by HRL for a period

HRL Form:RIPT/FR(4)- Rev, 1199ISON RESEARCH 2497 Vauxholl Rood’ Unan, Ni 07083 ‘ Phone (908) 688-7600

RATORIES, INC. Fox (908) 688-7601
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Final Report/RIFTPage 5 Palmer ResearchHRL Panel #99-110Test Material #5: OLEAPHYCOL FV N° de lot 901033
RETENTION: (continued) of at least two years, or such additional time period as may

otherwise be required by law.
Return or disposal of the unused test material shall be as per the Sponsots

instructions—to be communicated within 30 days of receipt of this Final Report.

Dated: May 10, 1999

This Final Report forHRL Panel #99-110is submitted to:

Dr Dominique SaboureauPalmer Research18, we de Coulon33640 ArbanatsFrance

HARRISON RESEARCH LABORATORIES, INC.

HRL Form:RIPT/FR(5)- Rev. 1199SON RESEARCHATORIES, INC. 2497 Vauxhall Rood ‘ Union, NJ 07083 Phone (906) 688-700

Fox (908) 688-7601

%A &CAu-iCSUS ‘ORAZIO, LPNProject Manager

4L-zB HPthRISON, pJbPrincipal investigator

Medical (Dermatological) investigator

C
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Final ReporURlPT Palmer ResearchPage 6
HRL Panel #99-110Test Material #5: OLEAPHYCOL FV N° tie lot 901033

ADDENDUM I
The following subjects discontinued; their reasons are noted. No subject discontinued

due to test material reaction.

Reason for
Subject # HRL # Time of Discontinuance Discontinuance

014 19319 After the fourth Induction reading Personal reasons
018 18859 After the second Induction reading Personal reasons
031 19552 After the 24 hr Challenge reading Personal reasons
032 21045 After the eighth Induction reading Personal reasons
040 19209 After the second Induction reading Personal reasons
050 19679 After the initial patching Personal reasons

HRL Form:RIPTFFR(6)- Rev. 1199

RISON RESEARCH 2497 Vauxhall Road• Union, NJ 07083 • Phone (908) 688-7600

)RATORIES, INC. Fox (908) 688-760
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Final Report/RIPT Palmer ResearchPage 7
HRL Panel #99-110Test Material #5: OLEAPHYCOL FV N° de lot 901033

TABLE I: SVNMARY OF REACTIONS
TOTAL NUMBER OF SUBJECTS EMPANELED: 58

Challenge

Reaction
Induction Reading

Reading (HR)

Grade
1 2 3 4 5 6 7 8 9 24 48 72 96

0
575755555454545453 53 51 52 52

±

1

lB

2

2E

3

4

—

N9R

NUMBER OF
SUBJECTS
ONPNEL 57 57 55 55 54 54 54 54 53 53 52 52 52SCORING SYSTEM:

0 = No visible reaction± = Faint, minimal erythema1 = Erythema2 = Intense erythema, induration
3 = Intense erythema, induration, vesicles
4 = Severe reaction with erythema, induration, vesicles pustules

(may be weeping)E Edema
- No readingN9R No 9th reading

HRL FDrm:RIPT Table I(7)-l/97

RISON RESEARCH 2497 Vauxholl Rood Union, NJ 07083 Phone (908) 688-7600
)RATORES, INC. Fox (908) 688-7601
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nal Report/RIPT
ge B Palmer Research

HRL Panel *99-110Test Material #5: OLEAPHYCOL FV N° de lot 901033
TABLE II: INDIVIDUAL SUBJECT DATA

001 16812 MS FC02 18927 SR F303 04666 AG F304 12073 CII F305 19697 EG M306 10372 TS P4
‘07 20036 LC F
08 20037 LN F
09 21013 LB F
10 19965 CK F
11 01619 YB F
12 19851 LB F
13 14775 ML F
14 19319 DW F15 21184 PR F16 19371 RG M
17 19021 TV F
18 18859 05 F
19 19111 FM F
0 19242 CE F
1 19280 SF F
2 17300 PG F
3 19506 LS F
4 16570 AT F
5 10364 CM F
6 07262 TK F
7 16409 JR P4
8 17629 FR F
9 19190 TB P4

21046 08 P4
1 19552 LM P1

21045 HS N
13257 NI F
18177 SB F
11822 CL F
20169 011 P4
19250 GV N
13593 LB F
20168 HP F
19209 CM F

i5 a
36 0
64 0
38 0
40 0
52 0
28 0
37 0
38 0
41 0
50 0
64 0
45 0
33 0
38 0
42 0
38 0
36 0
57 0
58 0
56 0
42 0
50 0
64 0
45 0
50 0
59 0
45 0
51 0
57 0
48 0
40 0
44 0
52 0
47 0
42 0
44 0
47 0
58 0
39 0

tRISON RESEARCH
ORATORIES, INC.

2497 Vauxhall Road Union, NJ 07083 • Phone (908) 688-7600Fax (908) 688-7601

Sub HRL ml Sex Aqe 1
ChallengeInduction Reading
Reading (IIR)

2 3 4 5 6 7 8 9 24 48 72 96
0 0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0 0
o 0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0 0
o 0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0 0
0 0 0 X X X )C K X K K K
0 0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0 0
0 X K K X K K K X K K X
0 0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 K K K
0 0 0 0 0 0 0 K K K K K
0 0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0 0 0 0 0
0 K K K K K K K KX XX
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inal Report/RIPTge 9 Palmer ResearchERL Panel #99-110Test Material S: OLEAPHYCOL 1W N° de lot 901033TABLE II: INDIVIDUAL SUBJECT DATA (CONTINUED)

$x± HRL mi Sex Age 1041 21044 LN P4. 27 0042 20054 MM P4 21 0343 14039 JB F 39 0344 16367 PS F 42 0345 17807 P40 F 47 0346 07966 TH F 19 0‘47 07967 Sf1 P4 19 048 19054 DJ P4 38 049 19837 AF P4 48 050 19675 JC F 65 X51 19094 HJ F 35 052 19862 JfK F 48 053 03576 SO F 44 054 18965 JF F 22 055 20090 LI F 37 056 16849 KG F 23 057 16851 SG F 22 058 19864 RP F 28 0

Induction Reading2 3 4 S 6 70 0 0 0 0 00 0 0 0 0 0o 0 0 0 0 00 0 0 0 0 00 0 0 0 0 00 0 0 0 0 00 0 0 0 0 00 0 0 0 0 00 0 0 0 0 0x x x )c X X0 0 0 0 0 00 0 0 0 0 00 0 0 0 0 00 0 0 0 0 00 0 0 0 0 00 0 0 0 0 00 0 0 0 0 00 0 0 0 0 0

Challenge
Reading CuRl8 9 24 48 720 0 0 0 00 0 0 0 00 0 0 0 00 0 0 0 00 0 0 0 00 0 0 0 00 0 0 0 0o 0 0 0 00 0 0 0 0x x x x x0 0 0 0 00 0 0 0 00 0 0 0 00 0 0

- 00 0 0 0 00 0 0 0 00 0 0 0 00 0 0 0 0

0
0
0
0
0
0
0
0
0
x
0
0
0
0
0
0
0
0

SCORING SYSTEM

0 No visible reactionFaint, minimal erythemaErythema2 Intense exythema, induration3 = Intense erythema, induration, vesicles
4 Severe reaction with erythema, induration,

vesicles pustules (may be weeping)
t = Edema

= Dryness
= HyperpigmentationC = Change of test site-
= No readingN9R No 9th readingX = Discontinued

RISON RESEARCH 2497 Vouxhatt Road Union, NJ 07083 • Phone (908) 688-7600
ORATORIES, INC. Fax (908) 688-7601

±
1

DR
A
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Final ReportJRlPT Palmer ResearchPage 10 HRL Panel #99-110
Test Material #5: OLEAPHYCOL FV N° de lot 901033

QUALITY ASSURANCE MEMORANDUM

This Final Report was reviewed for accuracy and conformity with both HRL StandardProtocol #100 end HRL RIPT Standard Operating Procedures (including any Sponsoralterations).

Inspections were accomplished as determined by a random sampling approach andreported to the Project Manager and HRL Principal Investigator immediately followingtheir completion.

The raw data for this study are retained at Harrison Research Laboratories, Inc.

HARRISON RESEARCH LABORATORIES, INC.

Dat: May 10, 1999 AtOtzt.
‘SUSAN LAUCK

Quality Assurance Manager

INTERNAL QUALITY ASSURANCE UNIT

HRL Form:RIPTIFR(10)- Rev. 1199
tRRISON RESEARCH 2497 Vauxhall Road ‘ Union, Ni 07083 ‘ Phone (908) 688.7600BORATORIES, INC. Fax (908) 688-760
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Etude de Ia tolerance cutanée aiguë d’une matière

premiere chez le volontaire adulte:

Patch-test 24 heures occiusif

sous contrôle dermatologique

Version n° 01/004 du U6janvier 2004

Etude 1030478PA
Ct -LC

Matiere premiere OLEAPHYCOL FV LOT 3 03 080
(58342)

SlEGEfl(1.WOiJ 1-u cus i1estJIoS ) Cet-rac I
(in Cajoryflc /Cn1Ori’c lr’jIyre.--do5 “)Promoteur: SECMA BIOTECHNOLOGIE MARINE

cDrAux Z1—BP6S
r-c .:.3,r’i’G&r 22260 PONTRIEUX

• FRANCE

- 1”

c. •‘:‘, H

Lyon, Ic O6janvier 2004
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PALMER Research
Rapport d’ásude 1030478PA

Version n° 01/004 du âjanvier 2004

H SOMMAIRE I
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3
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4

2- CERTIFICAT D’AUTHENTICITE DES EESULTATS 4
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5

3.1- Volontaires
3.1.1 - Caractéñstiques des sujets inclus

53.1.2 - Critères dinclusion
53.1.3 - Critères de non-inclusion
5

3.2- Métbadologie
63.2.1 - Materiel, dose, durée
6 W3.2.2-Lectures
63.2.3 — Interpretation des résultals
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8

5- CONCLUSION
9

STUDY SUMMARY REPORT
.. 10
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PALMER Research
Rapport détude 1030478PA

Version n° 0)1004 dii ájanvier 2004

Promoteur: Matiere premiere:SECMA BIOTECHNOLOCTE MARINE OLEAPHYCOL FV LOT 3.03.080
Adresse: ZI — BP 65 Code PALMER Research: 5834222260 PONThIEUX

FRANCE

ETUDE DE LA TOLERANCE CUTANEE AIGUE D ‘UNE MA TIERS PREMIERE CHEZ LEVOL OAT IRE AD UL TE: PA TUbTEST 24 HEURES OCCL USIFSOUS CONTROLE DERMA TOL OGIQUENuméro d’étude: 1030478PA
Dates do I’êtudo: du 17 an 19 décembre 2003.
Lieu do I’étude PALMER RESEARCH - Groupe DERMSCA}1

Immeuble le CEI 2— B.P.2132
27 Eddu 11 novembre 1918
69603 VILLEURBANNE CEDEX — FRANCE

Objeetif: Détenniner It potentiel irritant pñmaire dune matiêre premiere aprésapplication unique sous pansement occiusif pendant 24 heures chezIc volontairc adulte.

Métbodologie: Etude en otivert. Nombre de siijets: 10.
CritCres d’inclusion: Peau indemne do teute lesion • Dwéedel’applicadon: 24heures.dennatologique, sujet non . Condition d’utthsation pure.allergique

Critêres devaluation : Determination du score dirritation moyen:

I.I.M score total des réactions (érythêmc + cedême
nombre total do volontaires

Los reactions sent cotécs do 0 a).Méthodes d’anatyse : Classernent do Ia mattére premiCre en fonction de son JAM:

Si LLM < 0,20 Non Ithtante
Si 0,20 I.].M < 0,50 : Ldgérement Jthtante
Si 0,50 I.J.M < 1 : Moyennement Irritante

Si JIM > I : Irritante

Conclusion: Uindice d’in-itation moyen do Ia matiére premiere OLEAPHYCOLFV LOT 3.03.080 est dgaI a 0.20 (IégCrement irritante) a is lecture30 minutes eta 0.10 (non irritante) CIa lecture 24 heures.

Dr Yvette WELTERT, Derniatologue

RESUME DU RAPPORT D’ETUDE

[
I
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PALMER Research
Rapport d ‘étude 10304 7BPA

Version n° 01/004 di ójanvier 2004

I - INTRODUCTION

A La demande de is société SECMA BIOTECTR4OLOGIE MARINE - LI - ftP 65 - 22269PONTRIEUX - FRANCE, nous avons évalue stir 10 volontaires adultes, La tolerance cutanéc aiguö oupotentiel irritant de Ia matiêre premiere:

OLEAPHYCOL IN LOT 3.03.080

aprés application unique sur Ia peau du dos (zone scapulaire), sous pansement occiusif maintenupendant 24 heures (patch-test 24 hcures).

Cet essai a etC rCalisé “en ouvert” scion Ia mathodologie des essais épicutanés sous occlusion.

Pour réaliser cette dtude, nous avor.s rcçu Ic 5 décembre 2003 tin échantilion cia Ia matière premiere quenous avons rCférence sous Ic code PALMER Research 58342

Lessni a commence Ic 17 décembre pour s’achcver Ic 9 deccmbre 2003.

2- CERTIFICATD’AUTHENTICrfE DES RESULTATS

L’étude faisant I’objet du present rapport a etC conduite sous ma responsabilité, en conformitC avec Icprotocole experimental et dans Ic respect des régics dcs Bonnes Pratiques Cliniques.Toutes les observations et les donuCes numCriques recueiilies au cows de cet essai sont rapportCcs dansIc present document.

AprCs relecture et en taut qu’Tnvestigateur, je certifle ces don-tees coufonnes
a Ia réalité des rCsultats obtenus.

Docteur Yvette WELTERT, Dermatologue.

Date: ,? o°ç’

Cc rapport a etC audité par Ia personne cit charge du Contrôie QualitC.II est considéré comme étant Ic reflet exact des donnécs générées et des procedures en vigueuren rapport avec ies Bonnes Pratiques Cliniqucs.

Date: c .oz . Nom: IbaLtejaT ‘3M”3) S.*!f

Signature_
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3- PROTOCOLE EXPERIMENTAL

L’essai a été réalisé confonnement au mode opérationriel référencé ((Patch test simple>).
3.1 - Volontaires

3.1.1 - CaractJflstiques des sujets inclus
“ 10 sujets ont été inclus thins J’essai,V dont sept de sexe féminin et trois de sexe masculin,V ãgés de 18 a 53 arm (moycnne d’âge: 30 arm).

Tous les sujets devaient rdpondre aux critéres dinctusion et tie presenter aucun cñtêre de non-inclusion,
dont en particulier:

3.1.2 - Critères d’inclusion

V aucun antécCdent d’intolCrance ou d’allergie a une matière premiere,V acceptation de signature du consentement éclafré de participation,‘ phototype I HI.

3.1.3 — Critères de non-inclusion
V femme enceinte ou qui aflaite ou prévoyant un debut de grossesse en cours détude,V pathologic cutanéc SUE Ia zone d’exp6riencc (psoriasis, eczema, vinhiso, pytfriasis versicolor, acne,

etc...),
V presence d’un traitement médicamenteux per Os:

- antihistaminiques, anti-inflammatofres et’rni antibiotiqucs < I scmaine,- nnti-tussifs etlou corticoldes < 4 semaines,
- immunosuppresseur, rttinoide eUou anti-cancdrcux <6 mois,V debut, arrdt ott changement de traitement hormonal (y compds pilule contraceptive) < I mois et

demi,
V exposition an soleil cm aux UV < I mois an niveau du dos,V personne prOsentant unc peau hyper irritable,V personne présentant une pilosité importante, des taches de rousseur, des grains de beautd on tin

tatouage au rilveau du dos,V sujet atteint dune maladie grave ou Cvoiutive,/ usage immodéré de l’alcool cm du tabac.
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Rapport détude 1030478PAVersion n° 01/004 dx, ójanvier 20043.2 - Methodologie

3,2.1 - Matétie!, dose, dune

La matière premiere a été sppliqude dans les conditions suivantes:

OLEAPIWCOL FV LOT 3.03.080Zone:
zone scapulaireType tie Patch tests:
Finn Chamber® 8mm (50mm2)
occlusifDose*:
approximativement 0.02m1Condition tie l’application: pureDurde de l’application:
24 heuresControL:
patch sans produit

* gç: La raison du choix tie in dose est condulionnec par Ia capacité do in cupule, indiquee par Ic
fabdcant des “Finn ChambersC.

3.2.2 - Lectures

Les examens macroscopiques cutanths ont dté réalisés tans los memos conditions, en particulier au
niveau de l’eclairage (lampe < lumiSre du jour >), 30 minutes aprês l’enlévement des patchs. En
I’absence tie mute reaction cutande locale a Ta lecture do 30 minutes aprCs enlévement du pansement,
I’essai a été arrétd. Cependant, ii a dté demandé a chaquc volontaire tie verifier Ic Iendcmain l’abseuce
do reaction. Dana Ic cas d’une reaction visible, Ic sujet devait revenir au centre, des lcctures pouvant être
effcctuOes jusqu’à rdversibilité ties ráactions cutanées.

Les cotations des dvencuelles reactions d’irritation sur chaque site ayant reçu Ia matiêre premiere étudiée
ant etC realisecs comparativement au site sans produit, scion los échelles nurnCriques suivantes:

Erythème < E n

B = 0 : absence d’erythème.
B = 0.5: CrythCme trés leger (a peine perceptible : coloration rosCe discrete dune partic de Tasurface testee).
B = I : CrythCme lCger (coloration rosCc discrete tie toute Ia surface testCe ou bien visible surtine panic de Ia surface testCe).E = 2 : érythCme net (érythCme net couvmnt thute Ta surface testCe.B 3 : Crythème important (eiytheme intense eouvrant toute Ia surface testtie ou Ctythemediffusant en debars de Ia surface testéc

ademe 0 >>

o = 0 : absence d’dCrneo = 0.5: cdême trés lCger (palpable, a peine visible)o = 1 : dCme LCger (palpable et visible)o = 2 : déme net avec ou sans presence tic papule(s) ou vCsicule(s)o = 3 : dCme important (surface dCbordant ía zone d’apphcation) avec ou sans presence tievésicules ou do bulb(s).
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Los modifications de structure cutanéc (dessêchement, mgosité, épaississement, rdflectivité) pouvant
étre liées a Ia nature méme do Ia mztiêre premiere etudiée ou a Fun des ingredients, oat fait L’objet d’une
description dirilque dont l’intensitC de chaque modification a étd apprtciée scion le baréme:

0,5 = douteux
I rléger
2 net
3 = important

3.2.3 — Interpretation des rCsultats

L’analyse et l’interprdtation des resultats ont etC rCalisCes en fonction des donnCes obtenucs dans les
conditions expCdmentales, a ehaque temps tie lecture.

Elks sont deseriptives ci eomplCtCes par Ic calcul d’un induce d’irritation moyen (LLM) a chaque temps
do lecture, scion Ic rapport:

S des cotations (érythème + wdème)J.1.M=

Nombre tie sujets

Cot induce ainsi obtenu (maximum 12), permet tie classer arbitmirement Ia matiére premiere Ctudiée Fselon Ic barCme d’interprCtation suivant:

I.LM CiasseTJ,M < 0.20 Non irritante (NI)0.20 I.I.M < 0.50 LCgerement irritante (Li)0.50 LI.M < I Moyenncment irritante(M1)I.I.M I
Irritante (I)

Los valcurs individudfles eL In categoric tie matiêres premieres a laquelle appartient Ia matiCre premiCre
dzudiCe oat éga!ement tie prises en compte pour une conclusion adaptte dans les conditions de t’essai
(24 heures sous pansement occlusifl.

RefCren en hTh!iagraphiqnes:

- u Let essais cliniques eli dermatoiogie ,, Thérapie, 1991, Tome 46, pages 183 C 187- n’Derrnato-ailergologie tie contact , G. fl/COMES, Editions MASSON, 1988 pager J3 a 16; 36-37
• a Derinarotoxicologv Methods: The labonatorj’ worker’s VADEMECUM; N. AlA EZULLI —

FL MA1BAC’H. Ed. Tojlor & Francis, 1998.
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4- RESULTATS

Les résullats individuels des lectures a chaque temps expddmentat soot regroupés clans le tableau ci
dessous.

OLEAPEWCOL FV LOT 3.03.080(patch test 24 heures occiusif— pure)

SUJETS
LECTURES

Lecture 30 minutes aprês Lecture 24 heures aprêsenlèvemcnt du patch enlévernent tin patch
N° Identification Age Sexe Two de

Matiêre Modification . Matière Modification
(1) peau Temoin .. Temornimere de sLructure pguêre de structureE[() E 0 B 0 E 0

13551 SEMOu 19 F NoIe_QJ_0 0
- 0000

-

14551 ABDRa 30 F NonnaleO 000
- 0000.

-

15551 MAZPa 45 F Nomialeo 000
- 0000

-

16551 MICEe 21 M Normaleo 000
- 0000

-

Z1SSI BENFa 39 F Noxmale0 000
- 0000

-

22551 MAUJe 53 M Nontale 0 0 1 0
- 0 0 0 0

-

23S51 BERAr 23 F Normale 0 0 1 0
- 0 0 I I

-

24551 VICAn 18 F Nonnale 0 0 00
- 0 0 0 0

-

26S51 MICTr 24 M Nonnale Il. II
- I AI I

-

28S51 PONVI 24 F Nommleo 000
- 0000

-

Agemoyen 30 LLM 0 0.20
- 0 0.10

-

LLM 0.20
GiGRésultats Iégèrement irritante non frritante

(1): M masculin
F feminin

Page 8/10
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5- CONCLUSION

30 minutes aprés l’enlevement du patch occlusif, deux volontaires (n°22S51 et n°23S51) ont présenté un
léger ezythème.
Ala lecture 24 beures, un léger ézythême était toujours observe chez le sujet n°23251.A Ia lecture 4 jours, plus aucune reaction n’était constatée.
Par ailleurs, aucun effet secondaire n’a Cté observe.

Dans les conditions expCrimentales retenues, on peut donc conclure que In matiêre premiere
OLEAPIfYCOL FV LOT 3.03,080 testée sous controlc dennatologique, et appliquee pure et
localement sous pansement occiusif pendant 24 heures, sir Ia peau de 10 volontafres adaltes, est classCe
légèrernent Irritante Ia lecture 30 minutes et non irritante a Ia lecture 24 heures.

Dr Yvette WELTERT
Dermatotogue
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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:  Monice M. Fiume   MMF 

      Senior Director, CIR 

Date:  September 18, 2018 

Subject:  Council comments on Alkoxylated Fatty Amides and Xanthine Alkaloids 

 

 

Enclosed please find Council comments on the SLRs of Alkoxylated Fatty Amides [alkfat092018pcpc_w3] and Xanthine 

Alkaloids [xanalk092018pcpc_w3].  Typically, we reserve the Wave 2 (and in this case, Wave 3) submissions for new data only.  

However, because these SLRs were announced later than our targeted timeline, we wanted to ensure the Panel had the opportunity 

to review the comments at this meeting. 
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Personal Care Products Council 
Committed to Safety, 
Quality & Innovation 

Memorandum 

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

FROM: Alexandra Kowcz, MS, MBA 
Industry Liaison to the CIR Expert Panel 

DATE: August 29, 20 I8 

SUBJECT: Scientific Literature Review: Safety Assessment of Alkoxylated Fatty Amides as 
Used in Cosmetics (release date: July 30, 2018) 

The Council has no suppliers for the following ingredients included in the report on alkoxylated 
fatty amides: 

PEG-4 Cocamide 
PEG-7 Cocamide 
PEG-II Cocamide 
PEG-20 Cocamide 
PEG-3 Cocamide DEA 
PEG-6 Hydrogenated Palmamide 
PEG-5 Lanolinamide 
PEG-2 Lauramide 
PEG-20 Cocamide MEA 
PEG-5 Lauramide 
PEG-II Lauramide 
PEG-3 Oleamide 

PEG-4 Oleamide 
PEG-5 Oleamide 
PEG-6 Oleamide 
PEG-7 Oleamide 
PEG-9 Oleamide 
PEG-I 0 Stearamide 
PEG-15 Stearamide 
PEG-5 Tallow Amide 
PEG-2 Tallowamide DEA 
PPG-1 Hydroxyethyl Caprylamine 
PPG-3 Hydroxyethyl Soyamide 

The Council respectfully submits the following comments on the Scientific Literature Review: 
Safety Assessment of Alkoxylated Fatty Amides as Used in Cosmetics. 

Key Issues 
Based on the information in the report, it is not clear that all of the ingredients in the report 

should be reviewed together. If ingredients do not inform the decisions concerning the 
lead ingredients in the report, they should not be included in the report. 

Should the di-N,N-alkoxyl-substituted amides be included in this report? As structures of 

1620 l Street, N.W., Suite 1200 I Washington, D.C. 20036,202.331.1770 I 202.331.1969 (fax) I www.personalcarecoundl.org 
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all of the ingredients are not in Table I, it would be helpful if an example structure of a 
di-N,N-alkoxyl-substituted amides was added to the report to help determine if these 
ingredients are appropriate for this report. 

Table 2 - As there is no nitrogen shown in the structure, the structure for Polyglyceryl-4-PEG-2 
Cocamide in Table 2 is incorrect (the RCO and Rt are also not defined as having a 
nitrogen). 

Additional Considerations 
Cosmetic Use- In the text, it would be helpful to state the highest use concentrations ofPEG-6 

Lauramide and PEG-50 Tallow Amide reported in the Council concentration of use 
survey. 

Acute, Inhalation; Summary; Table 6 - If no deaths occurred in the second inhalation study, it 
does not make sense that the LC50 was the concentration that was tested (6 mg/L). 

Table 8, Human - Is the results column for the HRIPT of PEG-4 Rapeseedamide complete as it 
ends with the letter "o"? 
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