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Memorandum 

To:    Expert Panel for Cosmetic Ingredient Safety Members and Liaisons 
From:    Christina L. Burnett, Senior Scientific Analyst/Writer, CIR 
     Monice M. Fiume, Senior Director, CIR 
Date:    November 10, 2022 
Subject:    Safety Assessment of Olea europaea (Olive)-Derived Ingredients as Used in Cosmetics 
 
Enclosed is the Draft Report on the Safety Assessment of Olea europaea (Olive)-Derived Ingredients as Used in Cosmetics. (It is 
identified as report_Olive_122022 in the pdf document).  The Scientific Literature Review (SLR) of these 20 ingredients was issued by 
CIR on July 25, 2022.  Most of the Olea europaea (olive)-derived ingredients detailed in this safety assessment are reported to function in 
cosmetics as skin-conditioning agents (emollient, humectant, or miscellaneous).  Olea Europaea (Olive) Husk Powder and Olea Europaea 
(Olive) Seed Powder are reported to only function as abrasives.   
 
According to 2022 VCRP survey data (VCRP_Olive_122022), Olea Europaea (Olive) Leaf Extract has the highest frequency of use; it is 
reported to be used in 182 formulations, with a majority of uses in leave-on skin care preparations.  Olea Europaea (Olive) Fruit Extract is 
reported to be used in 118 formulations, also with the majority of uses in leave-on skin care preparations.  All other in-use ingredients are 
reported to be used at much lower numbers.  The results of the concentration of use survey conducted by the Council in 2020 
(data1_Olive_122022) indicate that Olea Europaea (Olive) Leaf Extract has the highest concentration of use in a leave-on formulation; it 
is used at up to 2% in suntan preparations.  The highest concentration of use reported for products resulting in rinse-off dermal exposure 
is 10% in Olea Europaea (Olive) Fruit Unsaponifiables in shaving cream.  Eleven ingredients are reported to be not in use, according to 
the VCRP and industry survey. 
 
At the September 2022 Panel meeting, a change to the current Use Table format was discussed.  At that time, the Panel requested that 
both Use Table formats (i.e., the existing and the proposed format) be included in a Draft Report to provide a side-by-side comparison.  
That has been presented in this document to impart an example of the different formats in a report with numerous ingredients.  It should 
be noted that while most of the descriptors in the body of the report highlighting the types of use of the ingredients (i.e., inhalation, 
mucous membrane, etc.) will remain if the new format is adopted, reference to the highest leave-on/rinse-off concentrations of use will 
not be included, in that it is not definitively known what the duration of exposure is for all formulations.  (This is one of the driving issues 
behind the consideration of a new Use Table format.)  CIR is asking that you compare the tables and provide your preference as to 
which format should be used in all future safety assessments. 
 
In addition to concentration of use survey data, the Council provided the following data: 

• method of manufacturing on Olea Europaea (Olive) Leaf Extract, Olea Europaea (Olive) Leaf Water, and Olea Europaea (Olive) 
Leaf Powder (data2_Olive_122022) 

• method of manufacturing on Olea Europaea (Olive) Fruit Extract (data3_Olive_122022) 
• human dermal irritation, sensitization, and photosensitization data on Olea Europaea (Olive) Leaf Extract, Olea Europaea 

(Olive) Fruit Extract, and Olea Europaea (Olive) Seed Powder (data4_Olive_122022 and data5_Olive_122022) 
• method of manufacturing, chemical properties, and composition data on Olea Europaea (Olive) Leaf Extract and Olea Europaea 

(Olive) Fruit Extract (data6_Olive_122022) 
• method of manufacturing and composition data on Olea Europaea (Olive) Fruit Juice Extract and method of manufacturing, 

composition data, animal safety test data, and animal and human dermal irritation and sensitization data on Olea Europaea 
(Olive) Leaf Extract (data7_Olive_122022) 

 
The Panel should note that information from one supplier (data3_Olive_122022) states that the product they sell under the INCI name 
Olea Europaea (Olive) Fruit Extract is actually olive oil.  The ingredient names for olive fruit extract and olive oil cover similar materials 
and may in some cases be synonymous.  As a reminder, the Panel has previously reviewed the safety of Olea Europaea (Olive) Fruit Oil 
and concluded that this ingredient is safe for use in cosmetics. 
 
Comments provided by the Council on the SLR have been addressed (PCPCcomments_Olive_122022 and response-
PCPCcomments_Olive_122022).  Of note for Panel consideration, the Council has asked if Hydrolyzed Olive Fruit, Hydrolyzed Olive 
Fruit Extract, and Hydrolyzed Olive Leaf Extract should be included in this safety assessment.  Currently, no uses are reported in the 
VCRP for these ingredients.  The safety assessment does include data on hydrolyzed olive fruit extract that the Panel may or may not 
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consider relevant to assessing the safety of the ingredients currently listed in the report.  Does the Panel want to add these 3 ingredients 
to the safety assessment? 
 
Other supporting documents for this report package include a flow chart (flow_Olive_122022), report history (history_ Olive_122022), a 
search strategy (search_ Olive_122022), and a data profile (dataprofile_Olive_122022). 
 
If no further data are needed to reach a conclusion of safety, the Panel should formulate a Discussion and issue a Tentative Report.  
However, if additional data are required, the Panel should be prepared to identify those needs and issue an Insufficient Data 
Announcement. 
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Memorandum 
 
TO:  Bart Heldreth, Ph.D.  

Executive Director - Cosmetic Ingredient Review 
 
FROM:  Alexandra Kowcz, MS, MBA 
  Industry Liaison to the CIR Expert Panel 
 
DATE: August 4, 2022 
 
SUBJECT:  Scientific Literature Review: Safety Assessment of Olea europaea (Olive)-

Derived Ingredients as Used in Cosmetics (release date: July 25, 2022) 
 
The Personal Care Products Council has no suppliers listed for Olea Europaea (Olive) Bark 
Extract, Olea Europaea (Olive) Branch Extract, Olea Europaea (Olive) Husk Powder, Olea 
Europaea (Olive) Leaf and Olea Europaea (Olive) Wood Extract. 
 
The Personal Care Products Council respectfully submits the following comments on the 
scientific literature review, Safety Assessment of Olea Europaea (Olive)-Derived Ingredients as 
Used in Cosmetics. 
 
Key Issues 
Since the CIR report includes data on a hydrolyzed olive fruit extract, perhaps the following 
INCI names should be added to the report: Hydrolyzed Olive Fruit and Hydrolyzed Olive Fruit 
Extract. Hydrolyzed Olive Leaf Extract should also be considered for addition to this report. 
 
When studies from reference 69 are presented (both in the text and tables), it should state that the 
hydrolyzed olive pulp extract was an aqueous extract (as stated in the title of the reference). 
 
Additional Considerations 
Introduction; Summary – Please revise the following sentence as it suggests that “skin bleaching 
agent” is an example of multiple drug functions reported for these ingredients.  “Functions such 
as skin bleaching agent (reported for Olea Europaea (Olive) Fruit Extract and Olea Europaea 
(Olive) Leaf Extract) are not considered cosmetic functions in the United States (US) and, 
therefore, are not addressed in this assessment.”  It should be made clear that “skin bleaching” is 
the only drug function reported for two of the ingredients in this report. 
 
Non-Cosmetic Use – Please provide some examples of the chronic conditions for which olive 
leaves have been historically used as an herbal drug in the Mediterranean. 
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Acute – Units of mg/kg bw should be called “dose” not “concentration”. 
 
Short-Term and Subchronic – Please state the species used in the 42-day study of the aqueous 
olive leaf extract. 
 
DART – Please state the species used in the developmental toxicity study of hydrolyzed olive 
pulp. 
 
Summary – The durations of the repeat-dose studies should be stated in the summary.  Please 
correct “maximum concentration tested of 1000 mg/kg bw/d” to “maximum dose tested of 1000 
mg/kg bw/d”. 
 
Table 5 – Because different solvents were used, can the concentrations of constituents in the 
Italian cultivars really be compared to the Tunisian cultivars?  Perhaps the word “Comparison” 
should be removed from the title of this table. 
 
Table 8, reference 70 – Please check this study.  Did the authors consider the “significant 
differences in hematological parameters” to have biological significance?  A conclusion for this 
paper available on the internet says: “Measured hematological and biochemical parameters and 
histopathology corroborated the results, since they did not show any abnormalities, regardless of 
gender and age of the animals studied.” 
 
Reference 70 – Please correct “ehtanolic” 
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Olea europaea (Olive)-Derived Ingredients - December 2022 – Christina Burnett 
Comment Submitter:  Alexandra Kowcz, Personal Care Products Council 
Date of Submission: August 4, 2022 

Comment Response/Action 
Key Issue: Since the CIR report includes data on a 
hydrolyzed olive fruit extract, perhaps the following INCI 
names should be added to the report: Hydrolyzed Olive Fruit 
and Hydrolyzed Olive Fruit Extract.  Hydrolyzed Olive Leaf 
Extract should also be considered for addition to this report. 

The Panel will need to consider the addition of these 3 
ingredients.  Currently, there are no uses reported for these 3 
ingredients in the VCRP database. 

Key Issue: When studies from reference 69 [Christian et al. 
2004] are presented (both in the text and tables), it should 
state that the hydrolyzed olive pulp extract was an aqueous 
extract (as stated in the title of the reference). 

“Aqueous” added to description of test material. 

Introduction; Summary – Please revise the following 
sentence as it suggests that “skin bleaching agent” is an 
example of multiple drug functions reported for these 
ingredients. “Functions such as skin bleaching agent 
(reported for Olea Europaea (Olive) Fruit Extract and Olea 
Europaea (Olive) Leaf Extract) are not considered cosmetic 
functions in the United States (US) and, therefore, are not 
addressed in this assessment.” It should be made clear that 
“skin bleaching” is the only drug function reported for two 
of the ingredients in this report. 

Plural use changed to singular. 

Non-Cosmetic Use – Please provide some examples of the 
chronic conditions for which olive leaves have been 
historically used as an herbal drug in the Mediterranean. 

Sentence reworked.  Examples and citations added. 

Acute – Units of mg/kg bw should be called “dose” not 
“concentration”. 

Corrected. 

Short-Term and Subchronic – Please state the species used 
in the 42-day study of the aqueous olive leaf extract. 

Added “rat” to sentence. 

DART – Please state the species used in the developmental 
toxicity study of hydrolyzed olive pulp. 

Added “rats” to sentence. 

Summary – The durations of the repeat-dose studies should 
be stated in the summary. Please correct “maximum 
concentration tested of 1000 mg/kg bw/d” to “maximum 
dose tested of 1000 mg/kg bw/d”.  

Added “90-d” to the first sentence.  All other durations were 
already stated. 
 
Corrected to “dose”. 

Table 5 – Because different solvents were used, can the 
concentrations of constituents in the Italian cultivars really 
be compared to the Tunisian cultivars? Perhaps the word 
“Comparison” should be removed from the title of this table. 

Removed “comparison” from title of Table 5. 

Table 8, reference 70 [Gaube Guex et al. 2018] – Please 
check this study. Did the authors consider the “significant 
differences in hematological parameters” to have biological 
significance? A conclusion for this paper available on the 
internet says: “Measured hematological and biochemical 
parameters and histopathology corroborated the results, 
since they did not show any abnormalities, regardless of 
gender and age of the animals studied.” 

Findings were as reported, however, in the discussion of the 
paper, the authors determined hematological and 
biochemical parameters with significant differences may be 
due to experimental variations and were not treatment-
related.  This has been added to the results write-up in this 
table (now Table 9, reference 76). 

Reference 70 [Gaube Guex et al. 2018] – Please correct 
“ehtanolic” 

Corrected. 
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Olea Europaea (Olive)-Derived Ingredients History 
 
July 25, 2022– The Scientific Literature Review was issued for public comment. 
 
August-October, 2022 – Unpublished data were received.   
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Olea Europaea (Olive)-Derived Ingredients* – December 2022 – Christina Burnett 
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Olea Europaea (Olive) Bark Extract    X    X                      
Olea Europaea (Olive) Branch Extract                              
Olea Europaea (Olive) Bud Extract    X                          
Olea Europaea (Olive) Flower Extract    X                          
Olea Europaea (Olive) Flower Water   X                           
Olea Europaea (Olive) Fruit X   X                         X 
Olea Europaea (Olive) Fruit Extract X X X X       X   X       X   X X     
Olea Europaea (Olive) Fruit Juice                              
Olea Europaea (Olive) Fruit Juice Ext.   X X                          
Olea Europaea (Olive) Fruit Unsapon. X  X                           
Olea Europaea (Olive) Fruit Water   X                           
Olea Europaea (Olive) Husk Powder   X                           
Olea Europaea (Olive) Leaf    X                          
Olea Europaea (Olive) Leaf Extract X  X X    X   X    X X   X X X  X X X     
Olea Europaea (Olive) Leaf Powder X  X X                          
Olea Europaea (Olive) Leaf Water X  X                           
Olea Europaea (Olive) Sap Extract X   X                          
Olea Europaea (Olive) Seed X   X                          
Olea Europaea (Olive) Seed Powder X  X                  X   X      
Olea Europaea (Olive) Wood Extract    X                          
                              
hydrolyzed olive pulp (fruit) extract        X   X   X X X              

 
* “X” indicates that data were available in a category for the ingredient 
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Last updated on October 11, 2022. 
 

Olea Europaea (Olive)-Derived Ingredients 
 

Ingredient CAS # PubMed FDA HPVIS NIOSH NTIS NTP FEMA EU ECHA ECETOC SIDS SCCS AICIS FAO WHO Web 
Olea Europaea (Olive) 
Leaf Extract 

 √ √ √ √ √ √ √ √ √ √ √ √ √ √ √  

Olea Europaea (Olive) 
Bark Extract 

 √ √ √ √ √ √ √ √ √ √ √ √ √ √ √  

Olea Europaea (Olive) 
Branch Extract 

 √ √ √ √ √ √ √ √ √ √ √ √ √ √ √  

Olea Europaea (Olive) 
Bud Extract 

 √ √ √ √ √ √ √ √ √ √ √ √ √ √ √  

Olea Europaea (Olive) 
Flower Extract 

  √ √ √ √ √ √ √ √ √ √ √ √ √ √  

Olea Europaea (Olive) 
Flower Water 

 √ √ √ √ √ √ √ √ √ √ √ √ √ √ √  

Olea Europaea (Olive) 
Fruit 

 √ √ √ √ √ √ √ √ √ √ √ √ √ √ √  

Olea Europaea (Olive) 
Fruit Extract 

84012-27-1 √ √ √ √ √ √ √ √ √ √ √ √ √ √ √  

Olea Europaea (Olive) 
Fruit Juice 

 √ √ √ √ √ √ √ √ √ √ √ √ √ √ √  

Olea Europaea (Olive) 
Fruit Juice Extract 

 √ √ √ √ √ √ √ √ √ √ √ √ √ √ √  

Olea Europaea (Olive) 
Oil Ethyl Ester 

 √ √ √ √ √ √ √ √ √ √ √ √ √ √ √  

Olea Europaea (Olive) 
Fruit Unsaponifiables 

 √ √ √ √ √ √ √ √ √ √ √ √ √ √ √  

Olea Europaea (Olive) 
Fruit Water 

 √ √ √ √ √ √ √ √ √ √ √ √ √ √ √  

Olea Europaea (Olive) 
Husk Powder 

 √ √ √ √ √ √ √ √ √ √ √ √ √ √ √  

Olea Europaea (Olive) 
Leaf 

 √ √ √ √ √ √ √ √ √ √ √ √ √ √ √  

Olea Europaea (Olive) 
Leaf Powder 

 √ √ √ √ √ √ √ √ √ √ √ √ √ √ √  

Olea Europaea (Olive) 
Leaf Water 

 √ √ √ √ √ √ √ √ √ √ √ √ √ √ √  

Olea Europaea (Olive) 
Sap Extract 

 √ √ √ √ √ √ √ √ √ √ √ √ √ √ √  

Olea Europaea (Olive) 
Seed 

 √ √ √ √ √ √ √ √ √ √ √ √ √ √ √  

Olea Europaea 
(Olive)Seed Powder 

 √ √ √ √ √ √ √ √ √ √ √ √ √ √ √  

Olea Europaea (Olive) 
Wood Extract 

 √ √ √ √ √ √ √ √ √ √ √ √ √ √ √  
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Last updated on October 11, 2022. 
 

 
Botanical and/or Fragrance Websites (if applicable) 
Ingredient CAS # Dr. Duke’s Taxonomy GRIN Sigma-Aldrich AHPA AGRICOLA IFRA RIFM 
Olea europaea (Olive) 84012-27-1 √ √ √ √ √ √ √ √ 
          

 
 
Search Strategy 
[document search strategy used for PubMed –for your search strategy that goes to the Panel, show the terms used in the search.  For example: 
 ((((Caprylhydroxamic Acid) OR 7377-03-9[EC/RN Number]) OR Octanamide, N-Hydroxy-) OR N-hydroxyoctanamide) OR Octanohydroxamic Acid –  7 hits/2 useful]  
 
(((olea europaea) AND (olive)) AND (leaf extract)) NOT (oil) – 429 hits, 39 relevant  
(((olea europaea) AND (olive)) AND (bark extract)) NOT (oil) – 13 hits, 9 relevant 
(((olea europaea) AND (olive)) AND (branch extract)) NOT (oil) – 16 hits, 5 relevant 
(((olea europaea) AND (olive)) AND (bud extract)) NOT (oil) – 2 hits, 2 relevant 
(((olea europaea) AND (olive)) AND (flower extract)) NOT (oil) – 128 hits, 12 relevant 
(((olea europaea) AND (olive)) AND (flower water)) NOT (oil) – 10 hits, 1 relevant 
(((olea europaea) AND (olive)) AND (fruit)) NOT (oil) – 620 hits, 14 relevant 
(((olea europaea) AND (olive)) AND (fruit extract)) NOT (oil) – 171 hits, 50 relevant 
(((olea europaea) AND (olive)) AND (fruit juice)) NOT (oil) – 5 hits, 2 relevant 
(((olea europaea) AND (olive)) AND (fruit juice extract)) NOT (oil) – 3 hits, 2 relevant 
(((olea europaea) AND (olive)) AND (oil ethyl ester)) – 11 hits, 7 relevant 
(((olea europaea) AND (olive)) AND (fruit unsaponifiables)) NOT (oil) – 0 hits 
(((olea europaea) AND (olive)) AND (fruit water) NOT (oil) – 88 hits, 3 relevant 
(((olea europaea) AND (olive)) AND (husk powder)) NOT (oil) – 0 hits 
(((olea europaea) AND (olive)) AND (leaf)) NOT (oil) – 765 hits, 42 relevant  
(((olea europaea) AND (olive)) AND (leaf powder)) NOT (oil) – 20 hits, 12 relevant 
(((olea europaea) AND (olive)) AND (leaf water)) NOT (oil) – 172 hits, 40 relevant 
(((olea europaea) AND (olive)) AND (sap extract)) NOT (oil) – 1 hit, relevant 
(((olea europaea) AND (olive)) AND (seed)) NOT (oil) – 139 hits, 26 relevant 
(((olea europaea) AND (olive)) AND (seed powder)) NOT (oil) – 1 hit, relevant 
(((olea europaea) AND (olive)) AND (wood extract)) NOT (oil) – 16 hits, 10 relevant 
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Last updated on October 11, 2022. 
 

LINKS 
Search Engines 

 Pubmed  (- http://www.ncbi.nlm.nih.gov/pubmed) 
appropriate qualifiers are used as necessary 
search results are reviewed to identify relevant documents 
 
Pertinent Websites 

 wINCI -  http://webdictionary.personalcarecouncil.org   
 FDA databases http://www.ecfr.gov/cgi-bin/ECFR?page=browse 
 FDA search databases:  http://www.fda.gov/ForIndustry/FDABasicsforIndustry/ucm234631.htm;,  
 Substances Added to Food (formerly, EAFUS):  https://www.fda.gov/food/food-additives-petitions/substances-

added-food-formerly-eafus  
 GRAS listing:  http://www.fda.gov/food/ingredientspackaginglabeling/gras/default.htm 
 SCOGS database:  http://www.fda.gov/food/ingredientspackaginglabeling/gras/scogs/ucm2006852.htm  
 Indirect Food Additives:  http://www.accessdata.fda.gov/scripts/fdcc/?set=IndirectAdditives  
 Drug Approvals and Database:  http://www.fda.gov/Drugs/InformationOnDrugs/default.htm  
 FDA Orange Book:  https://www.fda.gov/Drugs/InformationOnDrugs/ucm129662.htm  
  (inactive ingredients approved for drugs:  http://www.accessdata.fda.gov/scripts/cder/iig/  
 HPVIS (EPA High-Production Volume Info Systems) - https://iaspub.epa.gov/oppthpv/public_search.html_page  
 NIOSH (National Institute for Occupational Safety and Health) - http://www.cdc.gov/niosh/  
 NTIS (National Technical Information Service) - http://www.ntis.gov/ 

o technical reports search page:  https://ntrl.ntis.gov/NTRL/  
 NTP (National Toxicology Program ) - http://ntp.niehs.nih.gov/  
 Office of Dietary Supplements https://ods.od.nih.gov/  
 FEMA (Flavor & Extract Manufacturers Association) GRAS:  https://www.femaflavor.org/fema-gras  
 EU CosIng database:  http://ec.europa.eu/growth/tools-databases/cosing/  
 ECHA (European Chemicals Agency – REACH dossiers) – http://echa.europa.eu/information-on-

chemicals;jsessionid=A978100B4E4CC39C78C93A851EB3E3C7.live1 
 ECETOC (European Centre for Ecotoxicology and Toxicology of Chemicals) - http://www.ecetoc.org  
 European Medicines Agency (EMA) - http://www.ema.europa.eu/ema/  
 OECD SIDS (Organisation for Economic Co-operation and Development Screening Info Data Sets)- 

http://webnet.oecd.org/hpv/ui/Search.aspx  
 SCCS (Scientific Committee for Consumer Safety) opinions:  

http://ec.europa.eu/health/scientific_committees/consumer_safety/opinions/index_en.htm  
 AICIS (Australian Industrial Chemicals Introduction Scheme)- https://www.industrialchemicals.gov.au/   
 International Programme on Chemical Safety http://www.inchem.org/  
 FAO (Food and Agriculture Organization of the United Nations) - http://www.fao.org/food/food-safety-quality/scientific-

advice/jecfa/jecfa-additives/en/ 
 WHO (World Health Organization) technical reports - http://www.who.int/biologicals/technical_report_series/en/  
 www.google.com  - a general Google search should be performed for additional background information, to identify 

references that are available, and for other general information 
 
Botanical Websites, if applicable 

 Dr. Duke’s -   https://phytochem.nal.usda.gov/phytochem/search  
 Taxonomy database - http://www.ncbi.nlm.nih.gov/taxonomy  
 GRIN (U.S. National Plant Germplasm System) - https://npgsweb.ars-grin.gov/gringlobal/taxon/taxonomysimple.aspx  
 Sigma Aldrich plant profiler- http://www.sigmaaldrich.com/life-science/nutrition-research/learning-center/plant-

profiler.html  
 American Herbal Products Association Botanical Safety Handbook (database) - 

http://www.ahpa.org/Resources/BotanicalSafetyHandbook.aspx 
 National Agricultural Library NAL Catalog (AGRICOLA)   https://agricola.nal.usda.gov/  
 The Seasoning and Spice Association List of Culinary Herbs and Spices -

http://www.seasoningandspice.org.uk/ssa/background_culinary-herbs-spices.aspx  
 
Fragrance Websites, if applicable 

 IFRA (International Fragrance Association) – https://ifrafragrance.org/   
 Research Institute for Fragrance Materials (RIFM)  - https://www.rifm.org/#gsc.tab=0   

http://fragrancematerialsafetyresource.elsevier.com/  
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ABBREVIATIONS 
 
ALP = alkaline phosphatase 
CAE = catechin equivalents 
CIR = Cosmetic Ingredient Review 
Council = Personal Care Products Council 
CPSC = Consumer Product Safety Commission  
DART = developmental and reproductive toxicity 
dw = dry weight 
ECE = epicatechin equivalents 
FDA = Food and Drug Administration  
FEMA = Flavor and Extract Manufacturers Association 
GAE = gallic acid equivalents 
HRIPT = human repeated-insult patch test 
GRAS = generally recognized as safe 
HS-SPME-GC-FID = headspace solid-phase micro-extraction coupled with gas chromatography with flame ionized detector 
IgE = immunoglobulin E 
MEA = monoethanolamine 
LDH = lactate dehydrogenase 
LOAEL = lowest-observable-adverse-effect level 
LPS = lipopolysaccharide 
NOAEL = no-observable-adverse-effect level 
OECD = Organization for Economic Co-Operation and Development  
Panel = Expert Panel for Cosmetic Ingredient Safety 
PEG = polyethylene glycol 
PMNC = polymorphonuclear cells 
QAE = quillaja equivalents 
QE = quercetin equivalents 
RE = rutin equivalents 
SIOPT = single-insult occlusive patch test 
TG = test guideline  
US = United States 
VCRP = Voluntary Cosmetic Registration Program  
wINCI Dictionary = web-based International Cosmetic Ingredient Dictionary and Handbook 
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INTRODUCTION 
This assessment reviews the safety of the following 20 Olea europaea (olive)-derived ingredients as used in cosmetic 

formulations: 
Olea Europaea (Olive) Bark Extract 
Olea Europaea (Olive) Branch Extract 
Olea Europaea (Olive) Bud Extract 
Olea Europaea (Olive) Flower Extract 
Olea Europaea (Olive) Flower Water 
Olea Europaea (Olive) Fruit 
Olea Europaea (Olive) Fruit Extract 
Olea Europaea (Olive) Fruit Juice 
Olea Europaea (Olive) Fruit Juice Extract 
Olea Europaea (Olive) Fruit Unsaponifiables 

Olea Europaea (Olive) Fruit Water 
Olea Europaea (Olive) Husk Powder 
Olea Europaea (Olive) Leaf 
Olea Europaea (Olive) Leaf Extract 
Olea Europaea (Olive) Leaf Powder 
Olea Europaea (Olive) Leaf Water 
Olea Europaea (Olive) Sap Extract 
Olea Europaea (Olive) Seed 
Olea Europaea (Olive) Seed Powder 
Olea Europaea (Olive) Wood Extract 

Most of the Olea europaea (olive)-derived ingredients detailed in this safety assessment are reported to function in 
cosmetics as skin-conditioning agents (emollient, humectant, or miscellaneous), according to the web-based International 
Cosmetic Ingredient Dictionary and Handbook (wINCI; Dictionary; see Table 1).1  Olea Europaea (Olive) Husk Powder and 
Olea Europaea (Olive) Seed Powder are reported to only function as abrasives, and Olea Europaea (Olive) Flower Water and  
Olea Europaea (Olive) Fruit Juice are reported to only function as antioxidants.  The reported function as a skin bleaching 
agent (for Olea Europaea (Olive) Fruit Extract and Olea Europaea (Olive) Leaf Extract) is not considered a cosmetic function 
in the United States (US) and, therefore, is not addressed in this assessment as use as such is not under the purview of the 
Panel. 

The Expert Panel for Cosmetic Ingredient Safety (Panel) has previously reviewed the safety of Olea europaea (olive) 
fruit oil, Olea europaea (olive) oil unsaponifiables, hydrogenated olive oil, hydrogenated olive oil unsaponifiables, potassium 
olivate, sodium olivate, Olea europaea (olive) husk oil, and olive acid.2  The Panel concluded these ingredients are safe in the 
present practices of use and concentration, as described in the safety assessment.   

Some of the ingredients reviewed in this safety assessment may be consumed as food, and daily exposure from food use 
would result in much larger systemic exposures than those from use in cosmetic products.  The primary focus of the safety 
assessment of these ingredients as used in cosmetics is on the potential for effects from topical exposure. 

Botanicals, such as Olea europaea (olive)-derived ingredients, may contain hundreds of constituents.  Thus, in this 
assessment, the Panel will assess the safety of each of these ingredients as a whole, complex substance; toxicity from single 
components may not predict the potential toxicity of botanical ingredients.  

This safety assessment includes relevant published and unpublished data that are available for each endpoint that is 
evaluated.  Published data are identified by conducting an exhaustive search of the world’s literature.  A listing of the search 
engines and websites that are used and the sources that are typically explored, as well as the endpoints that the Panel typically 
evaluates, is provided on the Cosmetic Ingredient Review (CIR) website (https://www.cir-
safety.org/supplementaldoc/preliminary-search-engines-and-websites; https://www.cir-safety.org/supplementaldoc/cir-report-
format-outline).  Unpublished data are provided by the cosmetics industry, as well as by other interested parties. 

Note:  The cosmetic ingredient names, according to the Dictionary, are written as listed above, without italics and 
without abbreviations.  When referring to the plant from which these ingredients are derived, the standard scientific practice 
of using italics will be followed (i.e., Olea europaea).  Often in the published literature, the general name “olive” is used, and 
it is not known how the substance being tested compares to the ingredient as used in cosmetics.  Therefore, if it is not known 
whether the material being discussed is a cosmetic ingredient, the generic terminology, in all lowercase (e.g., olive leaf 
extract or olive fruit), will be used.  However, if it is known that the material is a cosmetic ingredient, the naming convention 
provided in the Dictionary (e.g. Olea Europaea (Olive) Leaf Extract or Olea Europaea (Olive) Fruit) will be used. 

CHEMISTRY 
Definition and Plant Identification 

The definitions of the ingredients included in this review are provided in Table 1.1  The generic CAS number for several 
olive ingredients in this report is 84012-27-1.  

Olea europaea L. is an evergreen tree or shrub native to the Mediterranean region of the world, and is one of the earliest 
domesticated fruit trees in the world, used for its oil, edible fruit, and medicinal properties since antiquity.3-5  There are at 
least 30 species within the genus Olea, but only Olea europaea is cultivated.6   

Table 2 lists the generic definitions of the parts of plants that are most pertinent to the ingredients in this report.1  The 
olive tree is short and thick, averaging about 10 m in height.7  The tree has a large diameter trunk and is bent and twisted.  
Branches are reedy with opposite branchlets, and the leaves are shortly-stalked, narrow, oblong, and leathery, and are pale 
green on the top-side and silvery-whitish on the bottom-side in color.  The bark is pale grey in color.  The fruit is small, 
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ovoid, and blackish-violet when ripe.  The  fruit and seed, or drupe, is comprised of an external epicarp, a middle mesocarp, 
and an internal endocarp, which becomes totally lignified at the end of the epi-mesocarp expansion growth.8  The seed coat 
encloses the endosperm and embryo.  

Chemical Properties 
Chemical properties for the Olea europaea (olive)-derived ingredients are summarized in Table 3.  Specific gravity (at 

25º C) for Olea Europaea (Olive) Fruit Extract (prepared in butylene glycol/water) and Olea Europaea (Olive) Leaf Extract 
(prepared in water) were reported to be 1.02 and 1.00, respectively.9,10  Both of these preparations are reported to be soluble 
in any proportion of water. 

Method of Manufacture 
Unpublished data were submitted describing methods of manufacture for some ingredients.  In several cases, the 

definition of the ingredients, as given in the Dictionary, provides insight as to the method of manufacture.  It is unknown if 
the general methodologies of the processing of Olea europaea (olive)-derived ingredients described below apply to cosmetic 
ingredient manufacturing.  
Olea Europaea (Olive) Flower Water 

According to the Dictionary, Olea Europaea (Olive) Flower Water is obtained through steam distillation of the flowers 
of Olea europaea.1  No further details are provided. 
Olea Europaea (Olive) Fruit Extract 

A standardized aqueous olive pulp (fruit) extract was reported to be prepared as a byproduct during the processing of 
the pulp of olives (Olea europaea L.) for oil extraction.11 The extract was produced as a freeze-dried powder. 

Another supplier reported that Olea Europaea (Olive) Fruit Extract is manufactured by extracting olive fruit with 
specified eluent/s (water, butylene glycol, safflower seed oil, glycerin, and/or propylene glycol) under appropriate 
temperature conditions, to yield a concentrate.9  The concentrate is then blended with the desired diluent/s and preservation 
system to produce the final ingredient.  The ingredient is evaluated for physicochemical properties according to the 
specification requirements for the batch to be released.  In addition, the concentrate is also evaluated for contaminants and 
physicochemical properties as needed. 

A supplier reported that it sells olive oil under the INCI name Olea Europaea (Olive) Fruit Extract.12  The material can 
be extracted through several processes, including pressing and filtering, using hexane, or through super critical carbon 
dioxide extraction. 
Olea Europaea (Olive) Fruit Unsaponifiables 

According to the Dictionary, Olea Europaea (Olive) Fruit Unsaponifiables is the remaining fraction of olive fruit 
remaining after fractional distillation.1  No further details are provided. 
Olea Europaea (Olive) Fruit Water 

According to the Dictionary, Olea Europaea (Olive) Fruit Water is obtained through steam distillation of the fruits of 
Olea europaea.1  No further details are provided. 
Olea Europaea (Olive) Husk Powder 

According to the Dictionary, Olea Europaea (Olive) Husk Powder is obtained from drying and grinding the husks of 
Olea europaea.1  No further details are provided. 
Olea Europaea (Olive) Juice Extract 

A supplier reported that Olea Europaea (Olive) Juice Extract is produced from concentrated olive juice that is extracted 
with 50 vol% 1,3-butylene glycolic solution.13  The resulting material then undergoes sedimentation, filtration, and 
adjustment prior to packaging. 
Olea Europaea (Olive) Leaf Extract 

Olea Europaea (Olive) Leaf Extract is manufactured by extracting olive leaves with specified eluent/s (water, butylene 
glycol, safflower seed oil, glycerin and/or propylene glycol) under appropriate temperature conditions, to yield a 
concentrate.10  The concentrate is then blended with the desired diluent/s and preservation system to produce the final 
ingredient.  The ingredient is evaluated for physicochemical properties according to the specification requirements for the 
batch to be released.  In addition, the concentrate is also evaluated for contaminants and physicochemical properties as 
needed. 

A supplier reported that Olea Europaea (Olive) Leaf Extract is manufactured by extracting the leaves of Olea europaea 
with water/glycerin or sunflower oil. The process involves maceration and filtration.14   
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Another supplier reported that Olea Europaea (Olive) Leaf Extract is produced by extracting dried raw olive leaves with 
50 vol% ethanol solution and concentrating.13  The resulting material is then dissolved in 50 vol% 1,3-butylene glycolic 
solution and then undergoes sedimentation, filtration, and adjustment prior to packaging. 

A microwave-assisted aqueous extract of olive leaves produced for research was made by first oven-drying leaves 
before grinding them and running them through a metal mesh sieve.15  The resulting material was then microwaved with 
distilled water, vacuum-filtered, and lyophilized. 
Olea Europaea (Olive) Leaf Powder 

According to the Dictionary, Olea Europaea (Olive) Leaf Powder is obtained from drying and grinding the leaves of 
Olea europaea.1  A supplier reported that Olea Europaea (Olive) Leaf Powder is manufactured by grinding dry olive leaves 
prior to sieving and sterilization (by gamma ray or heat).16 
Olea Europaea (Olive) Leaf Water 

According to the Dictionary, Olea Europaea (Olive) Leaf Water is obtained through steam distillation of the leaves of 
Olea europaea.1  A supplier reported that Olea Europaea (Olive) Leaf Water is manufactured through hydrodistillation of the 
leaves of Olea europaea in water.14 
Olea Europaea (Olive) Seed Powder 

According to the Dictionary, Olea Europaea (Olive) Seed Powder is obtained from drying and grinding the seeds of 
Olea europaea.1  No further details are provided. 

Composition and Impurities 
The composition of constituents of Olea europaea (olive)-derived ingredients can vary annually, and is dependent on 

the cultivar, production area, climate, season, and soil characteristics.17,18  Composition may also vary with use of fresh 
versus dried raw materials.19  Oleuropein is the main phenolic component of the unprocessed fruit and leaves of Olea 
europaea L.17  Content of oleuropein in leaves is dependent on the leaf tissue conditions (i.e., fresh, frozen, dried, or 
lyophilized).  One study of leaf extracts with different solvents and two different cultivars found the total phenolic content, 
total flavonoids, and oleuropein content to be similar between cultivars, but it was noted that the leaves had been harvested 
from the same location in Australia.20   
Olea Europaea (Olive) Bark Extract 

Mineral content of the powdered bark of a subspecies of Olea europaea was 18.31 ppm calcium, 9.63 ppm magnesium, 
8.94 ppm potassium, 0.22 ppm iron, 0.08 pm copper, 0.03 ppm lead, and below the threshold of detection for zinc.21  From 
phytochemical analysis, the primary metabolites of the powdered bark is comprised of 36.01% total proteins, 0.82% total 
lipids, and 43.68% total carbohydrates.  The yield of secondary metabolites, described in Table 4, varied with the type of 
solvent used; for example, total flavonoids was 64.44 mg/g for a chloroform extract and 8.11 mg/g for a water extract.   

In crude stem bark extracts of a subspecies of Olea europaea, the total phenolic content of methanol, ethanol, and 
chloroform extracts were 399, 351, and 312 µg/mg (catechol equivalents), respectively.22  A methanol extract of the bark of a 
subspecies of Olea europaea was reported to have the following classes of bioactive compounds: alkaloids, tannins, and 
flavonoids.23  Further description was not provided. 
Olea Europaea (Olive) Bud Extract and Olea Europaea (Olive) Flower Extract 

Phenolic compounds identified in both the methanol extracts of dried buds and open flowers of one Tunisian olive 
cultivar included secoiridoids, flavonoids, simple phenols, cinnamic acid derivatives, and lignans.24  Secoiridoids were 
measured at a higher percentage of total phenols in open flowers (41.7%) than in buds (30.5%).  Conversely, flavonoids were 
measured at a higher percentage of total phenols in buds (38.1%) than in open flowers (26.7%).  Cinnamic acid derivative 
and simple phenols were comparable.  Lignans were measured at 0.4% and 1.0% of total phenols in buds and open flowers, 
respectively. 
Olea Europaea (Olive) Flower Extract 

In an 80% ethanol extract of olive flowers, phenolic acids (vanillic acid, p-coumaric acid, vanillin, caffeic acid), 
flavonoids (luteolin, apigenin, rutin, diosmetin), simple phenols (hydroxytyrosol, tyrosol), secoiridoids (oleuropein, 
ligstroside), and the cinnamic acid derivative, verbascoside, were identified using liquid chromatography with tandem mass 
spectrometry.25  The flavonoids (9.4 mg/g dry matter) and secoiridoids (7.7 mg/g dry matter) comprised most of the phenols; 
total phenols were determined to be 22.7 mg/g dry matter. 
Olea Europaea (Olive) Fruit 

Constituents of olive fruit are reported to include monounsaturated fatty acids, aliphatic and triterpene alcohols, sterols, 
hydrocarbons, and several antioxidants.26  Pentacyclic triterpenes in olive fruit include maslinic acid (1.2 - 1.8 mg/g dry 
weight (dw)) and oleanolic acid (0.4 - 0.6 mg/g dw), which are exclusively located in the epicarp and decrease as the fruit 
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ripen.27  Total phenolics in 10 types of commonly consumed olives ranged from 0.21 mg gallic acid equivalents (GAE)/g to 
2.20 mg GAE/g.28 

Through headspace solid-phase micro-extraction coupled with gas chromatography with flame ionized detector (HS-
SPME-GC-FID) of fruit homogenates, the ethanol content in olive fruit was found to vary between different cultivars (0.56 to 
58 mg/kg for 3 different cultivars).29  Regardless of cultivar, ethanol content of fruit increased during the ripening process. 
Olea Europaea (Olive) Fruit Extract 

A comparison of the constituent composition between cultivars and production area for olive fruit extracts is found in 
Table 5.30  Total polyphenol content for Italian cultivars ranged from 182.35 - 290.21 mg GAE/g, while for Algerian 
cultivars, the total polyphenol content ranged from 147.13 - 272.83 mg GAE/g. 

Several biphenols have been identified in methanol:water extracts of drupes, including oleuropein, hydroxytyrosol, 
tyrosol, vanillin, apigenin, luteolin, and quercetin.31  Oleuropein, tyrosol, and hydroxytyrosol content in these extracts ranged 
as follows, respectively: < 0.037 - 145 mg/kg, < 0.045 - 40.3 mg/kg, and < 0.048 - 426 mg/kg.  An ethanolic extract of olive 
fruit was approximately 11.25% hydroxytyrosol.32 

Ethanol:water extracts (80:20) of olive fruit were analyzed for hydroxycinnamic acids and flavonoids.33  Measured 
values of hydroxycinnamic acids included trace amounts of ferulic acid and p-coumaric acid, trace to1.0 mg/kg dw caffeic 
acid, and 3.6 - 60.1 mg/kg dw chlorogenic acid.  Flavonoids measured values were 36.7 - 583.9 mg/kg dw rutin, 0.5 - 2.7 
mg/kg quercetin, 20.9 - 121.0 mg/kg luteolin, 1.6 - 8.7 mg/kg luteolin-7-O-rutinoside, and trace to 1.3 mg/kg naringenin. 

A commercial olive fruit extract (prepared for analysis in 50% ethanol) was determined to have a total phenol content of 
4.64 mg GAE/g and a total flavonoid content of 24.17 mg quercetin equivalent (QE)/g.34  The major phenolic components 
included hydroxytyrosol, elenolic acid, verbascoside, luteolin-7-O-glucoside, secoiridoids, and oleuropein. 

A standardized aqueous olive pulp (fruit) extract powder was composed of 98% - 99% dry solids, including 1% - 2% 
citric acid and 6% polyphenols.11  Other constituents included protein, fat, and carbohydrates.  Of the polyphenols, the major 
constituent was hydroxytyrosol (50% - 70%), with oleuropein (5% - 10%), tyrosol (0.3%), and oleuropein aglycone +  gallic 
acid (~20% combined) also present. 

A supplier reported the microbial plate count for Olea Europaea (Olive) Fruit Extract prepared in butylene glycol and 
water to be less than 100 organisms/g.9  No further details provided. 
Olea Europaea (Olive) Juice Extract 

A supplier reported that Olea Europaea (Olive) Juice Extract is comprised of saccharides and tannin.13  Heavy metals 
content is not more than 20 ppm and arsenic content is not more than 2 ppm.  No further details provided. 
Olea Europaea (Olive) Leaf 

Pentacyclic triterpenes found in olive leaf include oleanolic acid (29.2 - 34.5 mg/g), maslinic acid (4.8 - 7.3 mg/g), 
ursolic acid (2.0 - 2.5 mg/g), erythrodiol (0.8 - 1.5 mg/g), and uvaol (0.7 - 1.5 mg/g).  These quantities change in abundance 
and profile as leaves mature.27 
Olea Europaea (Olive) Leaf Extract 

Olive leaf extract contains several biphenols, including oleuropein, tyrosol, hydroxytyrosol, apigenin, luteolin, 
quercetin, pinoresinol, catechin, ferulic acid, gallic acid, and vanillic acid.31,35  Yields of constituents are dependent on 
solvent type and extraction methods.  For example, oleuropein content of olive leaf extract in methanol:water (80:20, v/v) 
ranged from < 0.00013 – 0.29 mg/g,31 while the oleuropein content from a microwave assisted aqueous extract was 11.59 
mg/g (dry base),15 and an ultrasound-assisted extraction of olive leaves produced 13.39 mg/g oleuropein.36   

Constituent levels in olive leaves by extract type, cultivar, and production area are described in Table 6.3,37  Ethanolic 
extracts of Italian olive cultivars had higher levels of oleuropein than methanolic extracts of Tunisian olive cultivars (7.49 - 
30.46 g/kg dw versus 0.246 - 0.520 g/kg dw, respectively).  Total phenolic content for the ethanolic extracts of Italian 
cultivars ranged from 11.39 - 48.62 g GAE/kg dw, while the methanolic extracts of Tunisian cultivars ranged from 18.96 - 
47.47 g GAE/kg and total flavonoid content ranged from 3.08 - 7.29 mg catechin equivalents (CAE)/g.   

The major phenolic compounds in methanolic leaf extracts of Tunisian olive cultivars were identified as 
hydroxytyrosol, tyrosol, 4-hydroxybenzoic acid, rutin, luteolin-7-O-glucoside, apigenin-7-O-glucoside, oleuropein, apigenin, 
and catechin hydrate.3  Aqueous extracts of leaves from Tunisian olive cultivars had total phenolic content of 480.3 - 546.1 
mg GAE/g, flavonoid content of 506.4 - 605.3 mg CAE/g, and flavonol content of 73.0 - 109.4 mg rutin equivalents (RE)/g.38 

Aqueous extracts of olive leaves from Turkey yielded a total phenolic content of 92.13 mg GAE/g, a total flavonoid 
content of 21.64 mg RE/g and a total saponin content of 180.04 quillaja equivalents (QAE)/g.39  In a methanol extract (70:30 
methanol: water) of olive leaves, total phenols were 23.52 mg GAE/g dw, ortho-diphenols were 58.74 mg GAE/g dw, total 
flavonoids were 16.96 mg CAE/g dw, and tannins were 7.09 mg epicatechin equivalents (ECE)/g dw.40  
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A commercial olive leaf extract (prepared for analysis in 50% ethanol) was determined to have a total phenol content of 
7.87 mg GAE/g and a total flavonoid content of 32.03 mg QE/g.34  The major phenolic components included hydroxytyrosol, 
oleuropein aglycone-1, elenolic acid, verbascoside, luteolin-7-O-glucoside, flavonoid glucosides, and oleuropein. In another 
ethanolic extract of olive leaves, hydroxytyrosol was measured at 7.26%.32   

An aqueous extract of olive leaves was determined to have the following soluble carbohydrates: myo-inositol, mannitol, 
galactose, glucose, fructose, sucrose, raffinose, and stachyose.41  Of these carbohydrates, glucose and mannitol were present 
at the highest percentages (49.2% and 41.0%, respectively). 

A supplier reported that Olea Europaea (Olive) Leaf Extract is comprised of organic acid and tannin.13  Heavy metals 
content is not more than 20 ppm and arsenic content is not more than 2 ppm.  Oleuropein content is not less than 0.03% w/v. 
No further details provided. 

Another supplier reported that the following heavy metals were not detected at respective reporting limits for Olea 
Europaea (Olive) Leaf Extract (testing conducted on concentrate in alcohol base): antimony, arsenic, cadmium, chromium, 
iron, lead, mercury, and nickel.10  Additionally, no residual pesticides were detected.  The microbial plate count for Olea 
Europaea (Olive) Leaf Extract prepared in water was reported to be less than 100 organisms/g.   
Olea Europaea (Olive) Leaf Powder 

A supplier reported that Olea Europaea (Olive) Leaf Powder is 100% olive leaves.16  No further details provided. 
Olea Europaea (Olive) Sap Extract 

Constituents of olive sap metabolites includes terpenoids, phytohormones, alkaloids, sterols/steroids, retinols/retinoids, 
tocopherols, and carotenoids.18   
Olea Europaea (Olive) Seed 

Methanol and methanol/water extracts of olive stones and seeds were found to have hydroxycinnamic acid derivatives, 
phenolic alcohols, flavonoids and flavonoid glucosides, secoiridoids, fatty acids, and terpenes.42 The main bioactive 
component of olive seeds has been identified as hydroxytyrosol.43   
Olea Europaea (Olive) Wood Extract 

The main constituents of olive wood chips extracted with ethyl acetate have been identified as tyrosol, hydroxytyrosol, 
cycloolivil, ligustroside, oleuropein, and 7-deoxyloganic acid.44  Secoiridoids determined from the same extract are as 
follows: oleuropein-3”-methyl ether (0.7 mg/g), 7”(S)-hydroxyoleuropein (2.8 mg/g), jaspolyanoside (2.2 mg/g), ligustroside 
3’-O-β-D-glucoside (1.3 mg/g), jaspolyoside (3.3 mg/g), isojaspolyoside A (0.6 mg/g), and oleuropein 3’-O-β-D-glucoside 
(0.7 mg/g).45  

USE 
Cosmetic 

The safety of the cosmetic ingredients addressed in this assessment is evaluated based on data received from the US 
Food and Drug Administration (FDA) and the cosmetics industry on the expected use of these ingredients in cosmetics, and 
does not cover their use in airbrush delivery systems.  Data are submitted by the cosmetic industry via the FDA’s Voluntary 
Cosmetic Registration Program (VCRP) database (frequency of use) and in response to a survey conducted by the Personal 
Care Products Council (Council) (maximum use concentrations).  The data are provided by cosmetic product categories, 
based on 21CFR Part 720.  For most cosmetic product categories, 21CFR Part 720 does not indicate type of application and, 
therefore, airbrush application is not considered.  Airbrush delivery systems are within the purview of the US Consumer 
Product Safety Commission (CPSC), while ingredients, as used in airbrush delivery systems, are within the jurisdiction of the 
FDA.  Airbrush delivery system use for cosmetic application has not been evaluated by the CPSC, nor has the use of 
cosmetic ingredients in airbrush technology been evaluated by the FDA.  Moreover, no consumer habits and practices data or 
particle size data are publicly available to evaluate the exposure associated with this use type, thereby preempting the ability 
to evaluate risk or safety.   

According to 2022 VCRP survey data, Olea Europaea (Olive) Leaf Extract has the highest frequency of use; it is 
reported to be used in 182 formulations, with a majority of uses in leave-on skin care preparations (Table 7).46  Olea 
Europaea (Olive) Fruit Extract is reported to be used in 118 formulations, also with the majority of uses in leave-on skin care 
preparations.  All other in-use ingredients are reported to be used at much lower numbers.  The results of the concentration of 
use survey conducted by the Council in 2020 indicate that Olea Europaea (Olive) Leaf Extract has the highest concentration 
of use in a leave-on formulation; it is used at up to 2% in suntan preparations.47  The highest concentration of use reported for 
products resulting in rinse-off dermal exposure is 10% in Olea Europaea (Olive) Fruit Unsaponifiables in shaving cream.  
[For comparison, Table 8 provides the frequency and concentration of use data by product category.]  The 11 ingredients not 
in use, according to the VCRP and industry survey, are listed in Table 9.46,47 
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Some Olea europaea (olive)-derived ingredients may be incidentally ingested or be used near the eye or mucous 
membranes.  For example, Olea Europaea (Olive) Fruit Extract is reported to be used in lipstick (0.24%), eye lotion and other 
eye makeup preparations (concentration not reported), and bar soaps and detergents (up to 0.11%).47  Additionally, some of 
the ingredients are used in cosmetic sprays and powders and could possibly be inhaled; for example, Olea Europaea (Olive) 
Leaf Extract is used at 0.018% in hair spray and Olea Europaea (Olive) Fruit Extract is used in face powders (no 
concentration reported).46,47  In practice, as stated in the Panel’s respiratory exposure resource document (https://www.cir-
safety.org/cir-findings), most droplets/particles incidentally inhaled from cosmetic sprays would be deposited in the 
nasopharyngeal and tracheobronchial regions and would not be respirable (i.e., they would not enter the lungs) to any 
appreciable amount.  Conservative estimates of inhalation exposures to respirable particles during the use of loose powder 
cosmetic products are 400-fold to 1000-fold less than protective regulatory and guidance limits for inert airborne respirable 
particles in the workplace. 

Although products containing some of these ingredients may be marketed for use with airbrush delivery systems, this 
information is not available from the VCRP or the Council survey.  Without information regarding the frequency and 
concentrations of use of these ingredients (and without consumer habits and practices data or particle size data related to this 
use technology), the data are insufficient to evaluate the exposure resulting from cosmetics applied via airbrush delivery 
systems. 

The Olea europaea (olive)-derived ingredients named in the report are not restricted from use in any way under the 
rules governing cosmetic products in the European Union.48  

Non-Cosmetic 
Different parts of the olive tree have been used for centuries for nutritional properties and protective health effects.42  

The leaves of the olive tree have been historically used as an herbal drug in folk medicine, with use as therapy for chronic 
conditions like gout, diabetes, and hypertension.17,49,50  Leaves, fruit, and their constituents have been studied for health 
benefits such as antioxidant,17,26,35,51 antimicrobial,35,52-54 (including anti-malarial),55 anti-inflammatory,17,26,34,56,57 antiviral 
(including anti-HIV activity),58 cardioprotective,17,59 hepatoprotective,60 neuroprotective17,61,62, and anti-cancer effects17,63  
Olive leaves, extracts, and constituents have also been studied as potential treatments for diabetes (types 1 and 2),64-66 
hypertension,67,68 and for protective effects against oxidative stress on kidneys and liver.69 Additional therapeutic uses for 
olive leaf  and olive fruit have been studied for the treatment of wounds,70 intestinal morphological injuries,26 and multiple 
sclerosis and other neurodegenerative diseases.35  Olive drupes (fruit, pit and seed) have been studied for treating gastric 
disturbances,43 reducing blood sugar, cholesterol, and uric acid;42 and for protective effects on the tissues and functions of the 
liver, kidneys, and heart.42,71  Olive pits (including the seed) have been used in folk medicine to treat gastric disturbances.43  
Olive bark and wood have been studied for antioxidant,22,72 antidiabetic and anticancer activity,21 as well as antimicrobial 
activity22,23 (including anti-malarial).73 

Olive leaves and fruit extracts have been studied for use in natural food preservation and packaging.15,32,74,75  The Expert 
Panel for the Flavor and Extract Manufacturers Association (FEMA) generally recognized as safe (GRAS) program has 
provided recommended use levels for olive fruit extract as a flavor ingredient based on the average usual use level of 120 
ppm and the average maximum use level of 720 ppm.76 

TOXICOKINETIC STUDIES 
No relevant toxicokinetic studies on Olea europaea (olive)-derived ingredients were found in the published literature, 

and unpublished data were not submitted.  In general, toxicokinetics data are not expected to be found on botanical 
ingredients because each botanical ingredient is a complex mixture of constituents.  

TOXICOLOGICAL STUDIES 
Acute Toxicity Studies 

Acute toxicity studies on Olea europaea (olive)-derived ingredients are summarized in Table 10.  In mouse studies of 
olive stem bark extract, an aqueous hydrolyzed olive pulp (fruit) extract, and olive leaf extracts, the LD50 was greater than 
2000 mg/kg, which was the maximum dose tested for each ingredient.13,55,73,77  In rat studies, an aqueous hydrolyzed olive 
pulp (fruit) extract had an LD50 greater than 5000 mg/kg, and olive leaf extract had an LD50 greater than 2000 mg/kg.77,78  

Short-Term and Subchronic Toxicity Studies 
Repeated-dose oral toxicity studies on Olea europaea (olive)-derived ingredients are summarized in Table 11. No 

treatment-related mortalities were observed in rats that received olive fruit extract (up to 1381 mg/kg bw/d) or hydrolyzed 
olive pulp (fruit) extract (aqueous; up to 2000 mg/kg/d) via gavage for 90 d.77,79  The lowest-observable-adverse-effect level 
(LOAEL) was 1381 mg/kg bw/d and the no-observable-adverse-effect level (NOAEL) was 691 mg/kg bw/d in the olive fruit 
extract study, and the NOAEL for the hydrolyzed olive pulp (fruit) extract was 2000 mg/kg/d.  In studies of a proprietary 
olive leaf extract (1000, 1500, or 2000 mg/kg/d) in rats, dose-dependent hyaline droplet nephropathy was observed in males 
in the 1000 and 2000 mg/kg dose groups, but not in lower dose males or in any females in a 14-d study.80  No mortality, 
clinical signs of toxicity, or abnormalities in liver and kidneys were observed in a 28-d study with olive leaf extract (ethanol) 
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at up to 400 mg/kg, but the concentration of blood urea nitrogen was significantly increased in males in the 100 and 400 
mg/kg dose groups when compared to controls.78  In a 42-d rat study with up to 0.9% olive leaf extract (aq.), livers had fatty 
changes and hepatocellular necrosis was observed in all test groups, but the effects were more prominent in the 0.7% and 
0.9% dose groups.4  Kidneys in the treated groups had streaky hemorrhages and congestion in the cortical region, with more 
severe hemorrhage in the two higher dose groups.  The NOAEL in a 90-d rat study was the maximum test concentration of 
1000 mg/kg bw/d for a proprietary olive leaf extract.80 

DEVELOPMENTAL AND REPRODUCTIVE TOXICITY (DART) STUDIES 
DART studies on Olea europaea (olive)-derived ingredients are summarized in Table 12.  In male rats treated at up to 

450 mg/kg olive fruit extract (hydroalcoholic) for 48 d, a significant decrease in testicle weights (all treatment groups) and 
seminal vesicle weight (150 mg/kg dose group only) was observed, as were significant decreases in testosterone hormone 
levels, sperm counts, and sperm motility (all treatment groups for each end point).81  Hydrolyzed olive pulp (fruit) extract 
(aqueous; up to 2000 mg/kg/d) produced no treatment-related mortalities in F0 mature rats or F1 rat pups, and produced no 
adverse effects in fertility or reproduction.77  The NOAEL for developmental toxicity in rats was greater than 2000 mg/kg/d 
when dams received the same test material during gestation days 6 through 20.11,77 

GENOTOXICITY STUDIES 
In vitro and in vivo genotoxicity studies on Olea europaea (olive)-derived ingredients are summarized in Table 13.  

Mutagenic activity was observed in a bacterial reverse mutation assay of a hydrolyzed olive pulp (fruit) extract (aqueous; 
tested up to 5000 µg/plate with metabolic activation); however, inconsistencies between trials, antibacterial properties of the 
test material, and positive findings in only two concentrations complicated the interpretation of the findings. 77   Mutagenic 
activity was also observed in a chromosome aberration assay (aqueous; tested up to 1000 µg/ml) of the hydrolyzed olive pulp 
(fruit) extract when tested with metabolic activation; however, this test material was not mutagenic in an in vivo 
micronucleus assay (aqueous; tested up to 5000 mg/kg/d via gavage) in rats.  A proprietary olive leaf extract was not 
considered genotoxic in a bacterial reverse mutation assay (tested up to 5000 µg/plate or in a mammalian chromosome 
aberration test (tested up to 1500 µg/ml) in V79 Chinese hamster lung cells.80  A bacterial Vitotox™ test and an alkaline 
comet assay in human hepatic cells performed on different olive leaf extracts from Tunisia were negative in 3 of the 4 
extracts tested (up to 5000 µg/ml); however, borderline genotoxicity was observed in the 4th extract, 82  A proprietary olive 
leaf extract was not genotoxic in an in vivo micronucleus assay (tested up to 200 mg/ml) in mice.80 

CARCINOGENICITY STUDIES 
Relevant carcinogenicity data for the Olea europaea (olive)-derived ingredients were not found in the published 

literature, and unpublished data were not submitted. 

OTHER RELEVANT STUDIES  
Cytotoxicity 

Olea Europaea (Olive) Fruit Extract 

The effects of the extract of olive fruit skins on cell proliferation and apoptosis was studied in HT-29 human colon 
cancer cells.83  Olive fruit was extracted with chloroform and methanol.  The pentacyclic triterpene profile of the extract was 
73.25% maslinic acid, 25.75% oleanolic acid, 1% erythrodiol, and trace amounts of maslinic acid derivatives.  Dose-
dependent effects showed antiproliferative activity without displaying necrosis.  Apoptosis was observed through 
microscopic changes in membrane permeability and detection of DNA fragmentation in cells that were incubated for 24 h 
with olive fruit extract.  Caspase-3 was activated in a dose-dependent manner after a 24-h incubation, with up to 6-fold 
increased activity over the control cells.  The production of superoxide anions in the cell mitochondria of the treated cells 
indicated that programmed cell death was induced by the intrinsic pathway. The authors concluded that olive fruit extract 
inhibited cell proliferation without cytotoxicity and the restoration of apoptosis in this study with human colon cancer cells. 
Olea Europaea (Olive) Leaf Extract 

In a cytotoxicity study, olive leaf extract was added to polymorphonuclear cells (PMNC) at a concentration of 320 
µg/ml for 16 h after stimulation with 1 µg/ml of lipopolysaccharide (LPS).35  The test material was extracted in ethanol.  No 
significant effect on cell viability was observed when compared with cell culture with or without LPS stimulation. The test 
material was not cytotoxic. 

DERMAL IRRITATION AND SENSITIZATION 
Dermal irritation and sensitization data for the Olea europaea (olive)-derived ingredients are summarized in Table 14.  

Olea Europaea (Olive) Leaf Extract, tested at 100% in an in vitro primary skin irritation study in accordance with 
Organization for Economic Co-Operation and Development (OECD) test guideline (TG)  439, was predicted to be a non-
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irritant.13  In rabbit studies, Olea Europaea (Olive) Leaf Extract was not a dermal irritant in primary or cumulative skin 
irritation tests when tested at up to 100%.13  No irritation was observed with a face cream containing 0.0005% Olea Europaea 
(Olive) Fruit Extract in a human single-insult occlusive patch test (SIOPT) nor in a 4-d clinical use test.84,85  No irritation was 
observed in human dermal irritation studies of up to 100% Olea Europaea (Olive) Leaf Extract.13,86-88  A body scrub 
containing 0.025% Olea Europaea (Olive) Seed Powder (tested at 0.5% aq.) elicited a + response in 1 out of 21 subjects in an 
SIOPT; no other reactions were observed.89  No significant clinical changes or subjective discomfort were reported in 1-wk 
clinical use test of a bar soap containing 1% Olea Europaea (Olive) Seed Powder.90  In a guinea pig sensitization study, Olea 
Europaea (Olive) Leaf Extract was negative for sensitization when tested at up to 100% for both induction and challenge 
phases.13  In human repeated-insult patch tests (HRIPT), a product containing 0.0025% Olea Europaea (Olive) Fruit Extract 
and 0.035% Olea Europaea (Olive) Seed Powder (tested as a 0.5% w/v aqueous solution) produced no dermal sensitization in 
100 subjects.91  Dermal sensitization was also not observed in a maximization study of a lip balm containing 5% Olea 
Europaea (Olive) Leaf Extract (25 subjects), a product containing 20% Olea Europaea (Olive) Leaf Extract (54 subjects), or a 
product containing 0.3% Olea Europaea (Olive) Leaf Extract (109 subjects).13,92,93  In an HRIPT with semi-occlusive patches, 
a product containing 25% Olea Europaea (Olive) Seed Powder was not a dermal sensitizer in 54 subjects.94  A product 
containing 0.01% Olea Europaea (Olive) Fruit Extract and a product containing 10% Olea Europaea (Olive) Leaf Extract 
were not photosensitizers in studies of 27 subjects and 25 subjects, respectively.95,96 

OCULAR IRRITATION STUDIES 
Ocular irritation data for Olea europaea (olive)-derived ingredients were not found in the published literature, and 

unpublished data were not submitted. 

CLINICAL STUDIES  
Case Reports 

Anaphylaxis was reported in at 21-yr-old woman with a history of allergic rhinitis and asthma following consumption 
of olives on 3 separate occasions.97  Symptoms included oropharynx, itchy palms, cough, and dyspnea. No history of food 
allergy had been reported prior.  Skin prick tests were positive to different dust mites and negative for pollens, including olive 
tree pollen.  Prick-by-prick testing with raw olive fruit gave a positive result (25 mm x 20 mm wheal and general skin 
itching).  Five control subjects were negative.  Additional testing with a prick-by-prick test of olive oil results in a 6 mm2 
wheal and general itching.  Total immunoglobulin E (IgE) was 2524 kU/l and specific IgE was negative for pollens and 
foods.  Immunoblotting suggested an IgE-mediated food allergy to lipoproteins in olive fruit.   

Other Clinical Reports 
Olea Europaea (Olive) Fruit Extract 

A skin lotion containing olive fruit extract (concentration not reported) and tetramethoxyluteolin was given to 25 
mastocytosis patients and an additional 8 patients with acute dermatitis or psoriasis.98  The patients in the first group were 
requested to try the lotion on any body part twice per day for at least 2 wk, and were then surveyed regarding any skin 
symptoms associated with the use of the lotion.  The second group were directed to apply the lotion on relevant affected areas 
twice per day for 1 mo.  Eighteen patients in the first group responded to the survey, with none of the patients reporting 
irritation.  No adverse effects to the lotion were reported in the second group of 8 patients. 
Olea Europaea (Olive) Leaf Extract 

In a study of the oxidative effects of olive leaf extract supplementation, groups of 15 young, healthy adult male and 
female subjects (total n = 45) were randomized into 3 groups.99  Two groups received commercial olive leaf extract as a 
liquid (5 ml) or as a capsule.  Concentration of olive leaf extract in the commercial supplements was not reported.  The third 
group served as a control and received a liquid placebo.  In addition to being randomized, the study was a single-center and 
single-blinded.  The subjects ingested the test materials 3 times/d for 28 d.  Urine samples were taken at baseline and follow-
up time periods and measured for creatine, isoprostanes, and 8-hydroxy-2’-deoxyguannosine.  All subjects completed the 
study, but only 36 were compliant with all protocols throughout the test period.  No adverse effects were recorded.  No 
significant effects of olive leaf extract on oxidative markers were observed when compared to controls. 

In an efficacy study, 36 females with photoaging skin (including wrinkles, skin roughness, dryness, irregular 
pigmentation, telangiectasia, sallowness, and brown spots) were instructed to apply 0.6 g of a cream lotion containing olive 
leaf extract to their whole face twice daily for 2 mo.100  Clinical evaluations were made at baseline, 1 and 2 mo after the start 
of application, and 1 mo after discontinuation of the cream.  No other products were to be applied during the treatment 
period.  No serious adverse events were reported during the study at follow-up visits. However, 16.7% of the subjects 
reported to have mild and transient acneiform eruption after the cream treatment started. 
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SUMMARY 
Most of the Olea europaea (olive)-derived ingredients detailed in this safety assessment are reported to function in 

cosmetics as skin-conditioning agents, according to the Dictionary.  Olea Europaea (Olive) Husk Powder and Olea Europaea 
(Olive) Seed Powder are reported to only function as abrasives, and Olea Europaea (Olive) Flower Water and  Olea Europaea 
(Olive) Fruit Juice only as antioxidants.  Reported function as a skin bleaching agent (for Olea Europaea (Olive) Fruit Extract 
and Olea Europaea (Olive) Leaf Extract) is not considered cosmetic functions in the US and, therefore, are not addressed in 
this assessment. 

Olea europaea L. is an evergreen tree or shrub native to the Mediterranean region of the world, and is one of the earliest 
domesticated fruit trees in the world, used for its oil, edible fruit, and medicinal properties since antiquity.  Composition of 
constituents of Olea europaea (olive)-derived ingredients can vary annually, and is dependent on the cultivar, production 
area, climate, season and soil characteristics.  Oleuropein is the main phenolic component of the unprocessed fruit and leaves 
of Olea europaea L. 

According to 2022 VCRP survey data, Olea Europaea (Olive) Leaf Extract is reported to be used in 182 formulations, 
with a majority of uses in leave-on skin care preparations.  Olea Europaea (Olive) Fruit Extract is reported to be used in 118 
formulations, also with the majority of uses in leave-on skin care preparations.  All other in-use ingredients are reported to be 
used at much lower numbers.  The results of the concentration of use survey conducted by the Council in 2020 indicate Olea 
Europaea (Olive) Leaf Extract also has the highest concentration of use in a leave-on formulation; it is used at up to 2% in 
suntan preparations.  The highest concentration of use reported for products resulting in rinse-off dermal exposure is 10% in 
Olea Europaea (Olive) Fruit Unsaponifiables in shaving cream.  Eleven ingredients in this safety assessment have no reported 
uses. 

Different parts of the olive tree have been used for centuries for nutritional properties and protective health effects.  
Leaves and fruits, extracts, and constituents have been studied for antioxidant, antimicrobial, and anti-inflammatory benefits, 
as well as for treatments for diabetes, hypertension, and protective effects. 

In mouse studies of olive stem bark extract, an aqueous hydrolyzed olive pulp (fruit) extract, and olive leaf extract, the 
LD50 was greater than 2000 mg/kg, the maximum dose tested for each ingredient.  In rat studies, an aqueous hydrolyzed olive 
pulp (fruit) extract had an LD50 greater than 5000 mg/kg, and olive leaf extract had an LD50 greater than 2000 mg/kg.  

No treatment-related mortalities were observed in rats that received olive fruit extract (up to 1381 mg/kg bw/d) or 
hydrolyzed olive pulp (fruit) extract (aqueous; up to 2000 mg/kg/d) via oral gavage for 90 d.  The LOAEL was 1381 mg/kg 
bw/d and the NOAEL was 691 mg/kg bw/d in the olive fruit extract study; and the NOAEL for the hydrolyzed olive pulp 
(fruit) extract was 2000 mg/kg/d.  In studies of a proprietary olive leaf extract in rats, dose-dependent hyaline droplet 
nephropathy was observed in males in the 1000 and 2000 mg/kg dose groups, but not in lower dose males or in any females 
in a 14-d study.  No mortality, clinical signs of toxicity, or abnormalities in liver and kidneys were observed in a 28-d study 
with olive leaf extract (ethanol) at up to 400 mg/kg, but blood concentration of blood urea nitrogen was significantly 
increased in males in the 100 and 400 mg/kg dose groups when compared to controls.  In a 42-d rat study with up to 0.9% 
olive leaf extract (aq.), livers and kidneys had fatty changes (liver), hepatocellular necrosis, and streaky hemorrhages 
(kidneys) in all test groups, but the effects were more prominent in the 0.7% and 0.9% dose groups.  The NOAEL in a 90-d 
study was the maximum dose tested of 1000 mg/kg bw/d for a proprietary olive leaf extract. 

In male rats treated at up to 450 mg/kg olive fruit extract (hydroalcoholic) for 48 d, a significant decrease in testicle 
weights (all treatment groups) and seminal vesicle weight (150 mg/kg dose group only) was observed, as were significant 
decreases in testosterone hormone levels, sperm counts, and sperm motility (all treatment groups for each end point).  
Hydrolyzed olive pulp (fruit) extract (aqueous; up to 2000 mg/kg/d) produced no treatment-related mortalities in F0 mature 
rats or F1 rat pups, and produced no adverse effects in fertility or reproduction.  The NOAEL for developmental toxicity in 
rats was greater than 2000 mg/kg/d when dams received the test material during gestation days 6 through 20. 

Mutagenic activity was observed in a bacterial reverse mutation assay (tested up to 5000 µg/plate) and a chromosome 
aberration assay (tested up to 1000 µg/ml) of an aqueous hydrolyzed olive pulp (fruit) extract when tested with metabolic 
activation; however, this test material was not mutagenic in an in vivo micronucleus assay (tested up to 5000 mg/kg/d) in 
rats.  Different olive leaf extracts were not considered genotoxic in a bacterial reverse mutation assay (tested up to 5000 
µg/plate), a bacterial Vitrotox™ test (tested up to 5.0 mg/ml), an alkaline comet assay (tested up to 5.0 mg/ml) in human 
hepatic cells, and a mammalian chromosome aberration test (tested up to 1500 µg/ml) in V79 Chinese hamster lung cells.   A 
proprietary olive leaf extract was not genotoxic in an in vivo micronucleus assay (tested up to 200 mg/ml) in mice.   

Olive fruit extract inhibited cell proliferation without cytotoxicity and the restoration of apoptosis in human colon 
cancer cells.  Olive leaf extract (ethanol extract) was not cytotoxic to PMNC.  

Olea Europaea (Olive) Leaf Extract, tested at 100% in an in vitro primary skin irritation study, was predicted to be a 
non-irritant.  In rabbit studies, Olea Europaea (Olive) Leaf Extract was not a dermal irritant in primary or cumulative skin 
irritation tests when tested at up to 100%.  No irritation was observed in a face cream containing 0.0005% Olea Europaea 
(Olive) Fruit Extract in a human SIOPT nor in a 4-d clinical use test. No irritation was observed in human dermal irritation 
studies of up to 100% Olea Europaea (Olive) Leaf Extract. A body scrub containing 0.025% Olea Europaea (Olive) Seed 
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Powder (tested at 0.5% aq.) elicited a + response in 1 out of 21 subjects in an SIOPT; no other reactions were observed.  No 
significant clinical changes or subjective discomfort were reported in 1-wk clinical use test of a bar soap containing 1% Olea 
Europaea (Olive) Seed Powder.  In a guinea pig sensitization study, Olea Europaea (Olive) Leaf Extract was negative for 
sensitization when tested at up to 100% for both induction and challenge phases.  In human repeated-insult patch tests 
(HRIPT), a product containing 0.0025% Olea Europaea (Olive) Fruit Extract and 0.035% Olea Europaea (Olive) Seed 
Powder (0.5% w/v aqueous solution) produced not dermal sensitization in 100 subjects.  Dermal sensitization was also not 
observed in a maximization study of a lip balm containing 5% Olea Europaea (Olive) Leaf Extract (25 subjects), a product 
containing 20% Olea Europaea (Olive) Leaf Extract (54 subjects), or a product containing 0.3% Olea Europaea (Olive) Leaf 
Extract (109 subjects).  A product containing 25% Olea Europaea (Olive) Seed Powder was not a dermal sensitizer in 54 
subjects.  A product containing 0.01% Olea Europaea (Olive) Fruit Extract and a product containing 10% Olea Europaea 
(Olive) Leaf Extract were not photosensitizers in studies of 27 subjects and 25 subjects, respectively. 

Anaphylaxis has been reported in a patient with an IgE-mediated food allergy to lipoproteins in olive fruit.  Clinical 
studies of a skin lotion containing olive fruit extract, an oral supplement containing olive leaf extract, and a skin lotion 
containing olive leaf extract noted no adverse effects. 

No relevant carcinogenicity or ocular irritation studies were found in the published literature, and unpublished data were 
not submitted. No relevant toxicokinetic studies were found in the published literature; however, in general, toxicokinetics 
data are not expected to be found on botanical ingredients because each botanical ingredient is a complex mixture of 
constituents. 

DISCUSSION 
To be determined. 

CONCLUSION 
 
To be determined. 
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TABLES 
Table 1. Definitions and reported functions of the ingredients in this safety assessment.1 
Ingredient & CAS No.                Definition Function(s) 
Olea Europaea (Olive) Bark Extract 
84012-27-1 (generic) 

Olea Europaea (Olive) Bark Extract is the extract of the bark of Olea 
europaea. 

Skin-conditioning agent – misc. 

Olea Europaea (Olive) Branch Extract 
84012-27-1 (generic) 

Olea Europaea (Olive) Branch Extract is the extract of the branches of 
Olea europaea. 

Skin-conditioning agent – misc. 

Olea Europaea (Olive) Bud Extract 
84012.27-1 (generic) 

Olea Europaea (Olive) Bud Extract is the extract of the buds of the 
Olea europaea. 

Antioxidant; skin-conditioning 
agent - emollient 

Olea Europaea (Olive) Flower Extract 
84012-27-1 (generic) 

Olea Europaea (Olive) Flower Extract is the extract of the flowers of 
Olea europaea. 

Skin-conditioning agent – misc. 

Olea Europaea (Olive) Flower Water 
84012-27-1 (generic) 

Olea Europaea (Olive) Flower Water is an aqueous solution of the 
steam distillate obtained from the flowers of Olea europaea. 

Antioxidant 

Olea Europaea (Olive) Fruit Olea Europaea (Olive) Fruit is the fruit obtained from Olea europaea. Abrasive; skin-conditioning agent – 
misc. 

Olea Europaea (Olive) Fruit Extract 
84012-27-1 

Olea Europaea (Olive) Fruit Extract is the extract of the fruit of Olea 
europaea. 

Skin bleaching agent; skin-
conditioning agent – misc. 

Olea Europaea (Olive) Fruit Juice Olea Europaea (Olive) Fruit Juice is the juice expressed from the fruit 
of Olea europaea. 

Antioxidant 

Olea Europaea (Olive) Fruit Juice Extract Olea Europaea (Olive) Fruit Juice Extract is the extract of Olea 
Europaea (Olive) Fruit Juice. 

Skin-conditioning agent – 
humectant 

Olea Europaea (Olive) Fruit Unsaponifiables Olea Europaea (Olive) Fruit Unsaponifiables is the fraction of olive 
fruit remaining after fractional distillation. 

Antioxidant; binder; emulsion 
stabilizer; hair conditioning agent; 
skin conditioning agent – emollient 

Olea Europaea (Olive) Fruit Water Olea Europaea (Olive) Fruit Water is an aqueous solution of the 
steam distillate obtained from the fruit of Olea europaea. 

Skin-conditioning agent – misc. 

Olea Europaea (Olive) Husk Powder Olea Europaea (Olive) Husk Powder is the powder obtained from the 
dried, ground husks of Olea europaea. 

Abrasive 

Olea Europaea (Olive) Leaf Olea Europaea (Olive) Leaf is the leaf of Olea europaea. Skin-conditioning agent – misc. 
Olea Europaea (Olive) Leaf Extract 
84012-27-1 (generic); 8060-29-5 (generic) 

Olea Europaea (Olive) Leaf Extract is the extract of leaves of Olea 
europaea.  

Skin bleaching agent; skin-
conditioning agent – misc. 

Olea Europaea (Olive) Leaf Powder 
84012-27-1 (generic) 

Olea Europaea (Olive) Leaf Powder is the powder obtained from the 
dried, ground leaves of Olea europaea. 

Abrasive; skin-conditioning agent – 
misc. 

Olea Europaea (Olive) Leaf Water 
84012-27-1 (generic) 

Olea Europaea (Olive) Leaf Water is an aqueous solution of the steam 
distillates obtained from the leaves of Olea europaea (olive). 

Skin-conditioning agent – misc. 

Olea Europaea (Olive) Sap Extract Olea Europaea (Olive) Sap Extract is the sap obtained from the stems 
of Olea europaea. 

Skin-conditioning agent – misc. 

Olea Europaea (Olive) Seed Olea Europaea (Olive) Seed is the seed of Olea europaea.  Abrasive; skin-conditioning agent – 
misc. 

Olea Europaea (Olive) Seed Powder 
84012-27-1 (generic) 

Olea Europaea (Olive) Seed Powder is the powder obtained from the 
dried, ground seeds of Olea europaea.  

Abrasive 

Olea Europaea (Olive) Wood Extract Olea Europaea (Olive) Wood Extract is the extract of the wood of 
Olea europaea. 

Skin-conditioning agent – misc. 

 
 
 
 
 Table 2. Generic plant part definitions as they apply to olive-derived ingredients.1 

Plant Part Definition 
Bark Tough protective covering of the woody stems and roots of trees and other woody perennial plants, consisting of cells 

produced by a cork cambium 
Bud A not yet developed shoot in the axil of a leaf, often covered with scales; a young flower that has not yet opened 
Flower The reproductive shoot in flowering plants, usually with sepals, petals, stamens and pistil(s) 
Fruit Mature, ripened ovary of flowering plant, containing seeds 
Husk A dry outer covering of a fruit or seed 
Juice The liquid contained in the vegetative parts or fruits 
Leaf Flattened photosynthetic organs, attached to stems 
Sap The fluid transported through the vascular system of a plant 
Seed A propagating sexual structure resulting from the fertilization of an ovule, formed by embryo, endosperm, or seed coat 
Wood Parts of woody stems or branches formed by lignification of cells 
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Table 3.  Chemical properties. 
Property Value Reference 

Olea Europaea (Olive) Fruit Extract (prepared in butylene glycol and water) 
Physical Form  Colorless to light yellow liquid 9 
Odor Characteristic  9 
Specific Gravity (@ 25 ºC) 1.02 (range 1.00 - 1.04) 9 
Water Solubility Soluble in any proportion in water 9 

Olea Europaea (Olive) Leaf Extract (prepared in water) 
Physical Form  Colorless to light yellow liquid 10 
Odor Characteristic 10 
Specific Gravity (@ 25 ºC) 1.00 (range 0.99 - 1.01) 10 
Water Solubility Soluble in any proportion of water 10 
 
 
 
 
 
 
Table 4. Secondary metabolites for powdered olive bark (mg/g).21 

Solvents Total polyphenols Total flavonoids Total polysaccharides Total glycosaponins 
n-hexane 28.49 38.09 33.06 1.06 
chloroform 35.61 64.33 156.235 74.06 
methanol 28.33 14.71 195.66 78.01 
ethanol 26.15 11.13 268.75 76.93 
water 27.04 8.11 30.25 72.02 
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Table 5. Comparison of constituent levels in ethyl acetate extract of different olive fruit cultivars from Italy and Algeria (mg/kg dw, except where noted). 30 

Cultivar total 
polyphenol 
content* 

total 
tannin 
content** 

p-hydroxy-
benzoic acid 

vanillic 
acid 

caffeic 
acid 

syringic 
acid 

p-coumaric 
acid 

ferulic 
acid 

sinapic 
acid 

tyrosol hydroxy-
tyrosol 

verbascoside oleuropein luteolin chrysoeriol 

Italian cultivars 
Coratina 290.21 52.92 NR 134.66 80.65 32.84 6.57 37.78 30.64 134.75 1927.57 319.78 126.92 221.74 11.68 
Frantoio 223.81 63.95 309.36 203.46 142.17 81.65 35.74 25.22 25.95 200.84 2338.45 693.77 2562.63 585.64 135.57 
Leccino 224.92 86.86 66.43 NR 129.32 63.24 21.95 31.75 24.22 194.13 1876.23 643.09 1074.28 2828.86 303.14 
Maiatica 182.35 66.27 308.87 493.94 96.46 120.68 19.33 156.54 44.67 17.96 3683.44 718.68 1361.47 513.24 549.25 
Ogliarola 226.89 57.51 116.42 37.53 83.42 39.12 28.74 31.36 31.85 115.74 2974.14 335.34 804.56 1362.51 158.74 

Algerian cultivars 
Chemlal 272.83 81.28 NR 34.84 8.72 6.64 17.65 103.09 23.46 100.21 2024.63 21.37 109.86 201.70 21.73 
Sigoise 147.13 20.08 3.22 200.93 29.64 13.64 66.37 63.38 26.34 34.34 245.23 52.72 216.70 109.54 36.37 
NR=not reported 
*mg of gallic acid equivalents/g extract 
**mg of tannic acid equivalents/g extract 
 
 
 
 
 
Table 6.  Constituent levels in leaf extracts of different olive cultivars from Italy and Tunisia (g/kg dw).  

Cultivar quinic acid hydroxytyrosol  luteolin 7-O- 
glucoside 

2-methoxy 
oleuropein 

oleuropein luteolin verbascoside tyrosol 4-hydroxybenzoic 
acid 

rutin apigenin 

Ethanolic extracts of Italian olive cultivars37   
Apollo 21.31 8.17* 39.78 10.51 24.28 2.66 0.16 NR NR NR NR 
Ascolanatenera 12.71 10.96* 32.75 7.80 22.06 0.15 0.18 NR NR NR NR 
Carolea 13.93 17.34* 35.05 12.71 28.30 0.10 0.13 NR NR NR NR 
Cellina di Nardo 11.25 57.75* 23.31 22.14 9.69 2.62 0.20 NR NR NR NR 
Cipressino 13.31 3.58* 29.13 9.42 25.52 0.21 0.22 NR NR NR NR 
Itrana 25.19 1.13* 31.56 8.42 30.46 1.54 0.11 NR NR NR NR 
Maurino 14.81 2.05* 27.88 4.08 18.53 3.02 0.10 NR NR NR NR 
Minerva 6.05 2.42* 15.95 3.32 17.38 1.06 0.18 NR NR NR NR 
Moraiolo 9.20 11.88* 20.12 5.56 14.61 1.41 0.14 NR NR NR NR 
Nociara 10.22 7.14* 35.13 3.92 9.89 0.18 0.10 NR NR NR NR 
Ogliarola 6.24 7.90* 8.69 8.82 7.49 0.21 0.14 NR NR NR NR 
Pendolino 12.55 1.69* 17.84 2.55 12.58 0.88 0.15 NR NR NR NR 
Ravece 13.02 3.72* 15.85 3.07 18.12 0.09 0.13 NR NR NR NR 
Sant Agostino 16.50 3.48* 21.57 5.28 23.55 0.16 0.11 NR NR NR NR 
Taggiasca 12.54 4.58* 18.14 4.14 21.74 0.95 0.12 NR  NR NR NR 

Methanolic extracts of Tunisian olive cultivars3 
Chetoui NR 0.0913 0.176 NR 0.428 NR NR 0.141 0.0838 0.156 0.0343 
Meski NR 0.0896 0.116 NR 0.520 NR NR 0.114 0.0663 0.210 0.0292 
Jarbouii NR 0.0893 0.217 NR 0.259 NR NR 0.0862 0.0811 0.249 0.0433 
Ouslati NR 0.0757 0.113 NR 0.246 NR NR 0.0835 0.0548 0.146 0.0217 
NR = not reported 
*Reported as hydroxytyrosol glucoside 
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Table 7.  Frequency (2022)46 and concentration of use (2020)47 according to duration and exposure type for Olea europaea (olive)-derived ingredients. 
 # of Uses Max Conc of Use (%) # of Uses Max Conc of Use (%) # of Uses Max Conc of Use (%) 
  Olea Europaea (Olive) Fruit Olea Europaea (Olive) Fruit Extractd Olea Europaea (Olive) Fruit 

Unsaponifiables 
Totals* 15 0.6 118 0.0002-0.5 14 10 
Duration of Use       
Leave-On 10 0.6 86 0.00025-0.45 14 NR 
Rinse-Off 5 NR 30 0.0002-0.5 NR 10 
Diluted for (Bath) Use NR NR 2 NR NR NR 
Exposure Type       
Eye Area NR NR 3 NR NR NR 
Incidental Ingestion NR NR 11 0.24 NR NR 
Incidental Inhalation-Spray 5a,b NR 1; 24a; 25b 0.0008 4a; 9b NR 
Incidental Inhalation-Powder 5b NR 3; 25b 0.23-0.45c 9b NR 
Dermal Contact 14 0.6 88 0.00025-0.5 14 10 
Deodorant (underarm) NR NR NR 0.0008-0.005 NR NR 
Hair - Non-Coloring 1 NR 14 0.0002-0.069 NR NR 
Hair-Coloring NR NR NR NR NR NR 
Nail NR NR 5 NR NR NR 
Mucous Membrane 3 NR 23 0.00025-0.24 NR NR 
Baby Products NR NR NR NR NR NR 
  Olea Europaea (Olive) Leaf Extract Olea Europaea (Olive) Leaf Powder Olea Europaea (Olive) Leaf Water 
Totals* 182 0.0002-2 1 0.1 1 NR 
Duration of Use       
Leave-On 136 0.0002-2 1 0.1 1 NR 
Rinse Off 46 0.0002-0.3 NR NR NR NR 
Diluted for (Bath) Use NR NR NR NR NR NR 
Exposure Type       
Eye Area 11 NR NR NR NR NR 
Incidental Ingestion 1 0.002 NR NR NR NR 
Incidental Inhalation-Spray 43a; 53b 0.0002-0.018 1a NR 1b NR 
Incidental Inhalation-Powder 1; 53b 0.0014-0.4c NR 0.1c 1b NR 
Dermal Contact 168 0.0002-2 1 0.1 1 NR 
Deodorant (underarm) NR 0.0002-0.095 NR NR NR NR 
Hair - Non-Coloring 12 0.0005-0.018 NR NR NR NR 
Hair-Coloring NR NR NR NR NR NR 
Nail 1 NR NR NR NR NR 
Mucous Membrane 29 0.0003-0.002 NR NR NR NR 
Baby Products 1 0.002-0.013 NR NR NR NR 
 Olea Europaea (Olive) Sap Extract Olea Europaea (Olive) Seede Olea Europaea (Olive) Seed Powder 
Totals* NR 0.005 2 NR 10 NR 
Duration of Use       
Leave-On NR 0.005 2 NR 5 NR 
Rinse-Off NR 0.005 NR NR 5 NR 
Diluted for (Bath) Use NR NR NR NR NR NR 
Exposure Type       
Eye Area NR NR NR NR NR NR 
Incidental  Ingestion NR NR NR NR NR NR 
Incidental Inhalation-Spray NR NR NR NR 3b NR 
Incidental Inhalation-Powder NR NR NR NR 3b NR 
Dermal Contact NR NR 2 NR 10 NR 
Deodorant (underarm) NR NR NR NR NR NR 
Hair - Non-Coloring NR 0.005 NR NR NR NR 
Hair-Coloring NR NR NR NR NR NR 
Nail NR NR NR NR NR NR 
Mucous Membrane NR NR NR NR 1 NR 
Baby Products NR NR NR NR NR NR 

NR = Not reported. 
* Because each ingredient may be used in cosmetics with multiple exposure types, the sum of all exposure types may not equal the sum of total uses. 
a. It is possible these products may be sprays, but it is not specified whether the reported uses are sprays. 
b. Not specified whether a powder or a spray, so this information is captured for both categories of incidental inhalation. 
c. It is possible these products may be powders, but it is not specified whether the reported uses are powders. 
d  Includes 14 uses described as Olive Extract in the VCRP. 
e Described as Olive Stone in the VCRP. 
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Table 8.  Frequency (2022)46 and concentration (2020)47of use by product category 
Product Category # of uses Max conc of use Likely Exposure Site 

Olea Europaea (Olive) Fruit 
Tonics, Dressings, and Other Hair Grooming Aids 1 NR hair 
Bath Soaps and Detergents 3 NR skin; mucous membrane 
Cleansing 2 NR skin 
Face and Neck (exc shave) 3 NR skin 
Body and Hand (exc shave) 2 NR skin 
Moisturizing 4 0.6% (not spray) skin 
Totals 15 0.6% skin; mucous membrane, hair 

Olea Europaea (Olive) Fruit Extract (1ncludes 14 uses described as Olive Extract in the VCRP) 
Other Bath Preparations 2 NR skin; mucous membrane 
Eye Lotion 1 NR eye area 
Other Eye Makeup Preparations 2 NR eye area 
Other Fragrance Preparation 1 NR skin 
Hair Conditioner 6 0.0002% hair 
Shampoos (non-coloring) 4 0.0098% hair 
Tonics, Dressings, and Other Hair Grooming Aids 1 0.069% (not spray) hair 
Other Hair Preparations 3 NR hair 
Face Powders 3 NR skin 
Foundations 1 NR skin 
Lipstick 11 0.24% skin; mucous membrane 
Makeup Bases 1 NR skin 
Other Makeup Preparations 1 NR skin 
Nail Creams and Lotions 5 NR nail 
Bath Soaps and Detergents 5 0.00025-0.11% skin; mucous membrane 
Deodorants NR 0.005% (not spray); 0.0008% (aerosol) skin 
Feminine Deodorants 1 NR mucous membrane 
Other Personal Cleanliness Products 4 NR mucous membrane 
Shaving Cream NR 0.5% skin 
Cleansing 10 0.01% skin 
Face and Neck (exc shave) 12 0.4-0.45% (not spray) skin 
Body and Hand (exc shave) 12 0.23% (not spray) skin 
Moisturizing 21 0.00025% (not spray) skin 
Night 2 0.00025% (not spray) skin 
Paste Masks (mud packs) 1 NR skin 
Other Skin Care Preps 8 NR skin 
Totals 118 0.0002-0.5% skin; mucous membrane; eye area; hair; nails 

Olea Europaea (Olive) Fruit Unsaponifiables 
Shaving Cream NR 10% skin 
Face and Neck (exc shave) 8 NR skin 
Body and Hand (exc shave) 1 NR skin 
Moisturizing 4 NR skin 
Other Skin Care Preps 1 NR skin 
Totals 14 10% skin 

Olea Europaea (Olive) Leaf Extract 
Baby Shampoos 1 0.0065% hair; infant skin 
Baby lotions, oils and creams NR 0.013% infant skin 
Other baby products NR 0.002%  infant skin 
Eye Lotion 6 NR eye area 
Other Eye Makeup Preparations 5 NR eye area 
Hair Conditioner 3 0.003-0.018% hair 
Hair Spray (aerosol fixative) NR 0.018% (pump spray) hair 
Rinses (non-coloring) NR 0.0005% hair 
Shampoos (non-coloring) 4 0.001-0.018% hair 
Other Hair Preparations 4 NR hair 
Face Powders 1 NR skin 
Foundations NR 0.1% skin 
Lipstick 1 0.002% skin; mucous membrane 
Other Makeup Preparations 1 NR skin 
Other Manicuring Preparations 1 NR nail 
Bath Soaps and Detergents 23 0.0003% skin; mucous membrane 
Deodorants NR 0.095% (not spray); 0.0002% (aerosol) skin 
Other Personal Cleanliness Products 5 NR skin; mucous membrane 
Beard Softeners 1 NR skin 
Cleansing 5 0.0002-0.3% skin 
Depilatories 1 NR skin 
Face and Neck (exc shave) 31 0.0014-0.4% (not spray) skin 
Body and Hand (exc shave) 22 NR skin 
Moisturizing 41 0.0065% (not spray) skin 
Night 2 0.4% (not spray) skin 
Paste Masks (mud packs) 4 NR skin 
Other Skin Care Preps 20 0.002% skin 
Suntan products NR 2% (not spray) skin 
Totals 182 0.0002-2 skin; infant skin; mucous membrane;  

eye area; hair; nail 
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Table 8.  Frequency (2022)46 and concentration (2020)47of use by product category 
Product Category # of uses Max conc of use Likely Exposure Site 

Olea Europaea (Olive) Leaf Powder 
Body and Hand (exc shave) NR 0.1% (not spray) skin 
Moisturizing 1 NR skin 
Totals 1 0.1% skin 

Olea Europaea (Olive) Leaf Water 
Face and Neck (exc shave) 1 NR skin 
Totals 1 NR skin 

Olea Europaea (Olive) Sap Extract 
Hair conditioners NR 0.005% hair 
Shampoos (non-coloring) NR 0.005% hair 
Other hair preparations (non-coloring) NR 0.005% hair 
Totals NR 0.005% hair 

Olea Europaea (Olive) Seed (reported as Olive Stone in the VCRP) 
Other Skin Care Preps 2 NR skin 
Totals 2 NR skin 

Olea Europaea (Olive) Seed Powder 
Other Personal Cleanliness Products 1 NR mucous membrane 
Cleansing 3 NR skin 
Face and Neck (exc shave) 1 NR skin 
Body and Hand (exc shave) 2 NR skin 
Paste Masks (mud packs) 1 NR skin 
Other Skin Care Preps 2 NR skin 
Totals 10 NR skin; mucous membrane 
 
 
 
 
 
Table 9.  Ingredients not reported to be in use, according to VCRP and Council data.46,47 
Olea Europaea (Olive) Bark Extract 
Olea Europaea (Olive) Branch Extract 
Olea Europaea (Olive) Bud Extract 
Olea Europaea (Olive) Flower Extract 
Olea Europaea (Olive) Flower Water 
Olea Europaea (Olive) Fruit Juice 

Olea Europaea (Olive) Fruit Juice Extract 
Olea Europaea (Olive) Fruit Water 
Olea Europaea (Olive) Husk Powder 
Olea Europaea (Olive) Leaf 
Olea Europaea (Olive) Wood Extract 

Distributed for Comment Only -- Do Not Cite or Quote



Table 10.  Acute toxicity studies. 
Test Article Animals No./Group Vehicle Concentration/Dose/Protocol LD50/Results Reference 

ORAL  
olive stem bark extract; 
tested as a crude 80% 
methanol extract and as 
solvent fractions (80% 
methanol followed by 
fractionating with 
butanol, water, or 
chloroform) 

Female Swiss albino mice 5 distilled water Single 2000 mg/kg oral dose (total volume 10 
ml/kg bw) in accordance with OECD TG 425; 
observations made for 14 d 

> 2000 mg/kg for the 80% methanol extract and the solvent 
fractions; no gross physical or behavioral changes or mortality 
observed 

73 

hydrolyzed olive pulp 
(fruit) extract (aqueous) 

Male and female CD-1 
mice 

5 per sex deionized water Single limit dose of 2000 mg/kg via gavage 
followed by a 14-d recovery period 

> 2000 mg/kg; no mortalities or morbidities observed and no 
abnormal clinical signs or gross morphologic changes were noted 

77 

hydrolyzed olive pulp 
(fruit) extract (aqueous) 

Male and female Crl: 
CD(SD)IGS BR VAF/Plus 
rats 

5 per sex 0.5% 
methylcellulose  

0, 1000, 1500, 2000, or 5000 mg/kg via gavage > 5000 mg/kg; no mortalities or morbidities observed and no 
abnormal clinical signs or gross changes were observed at 
necropsy 

77 

olive leaf extract; tested 
as a crude 80% 
methanol extract and as 
solvent fractions (80% 
methanol followed by 
fractionating with 
butanol, water, or 
chloroform) 

Female Swiss albino mice 5 distilled water Single 2000 mg/kg oral dose (total volume 10 
ml/kg bw) in accordance with OECD TG 425; 
observations made for 14 d 

> 2000 mg/kg for the 80% methanol extract and the solvent 
fractions; no gross physical or behavioral changes or mortality 
observed 

55 

Olea Europaea (Olive) 
Leaf Extract (ethanol 
extract) 

mice (strain not reported)  10/sex not reported Acute toxicity test, no further details provided > 2000 mg/kg; no further details provided 13 

olive leaf extract 
(ethanolic) 

Wistar rats 3 per sex as supplied Single 2000 mg/kg dose via gavage; control group 
received 10 ml/kg ethanol solution (51%); 
observations made for 14 d; blood collected at 
observation end for hematological and biochemical 
study; liver and kidneys examined microscopically 

> 2000 mg/kg; no mortality, clinical signs of toxicity, or 
significant changes to body weight gain observed in treated rats; 
significant differences in hematological parameters, including red 
blood cells, hemoglobin, mean corpuscular volume, mean cell 
corpuscular hemoglobin concentration, and platelets (details not 
provided); blood concentration of creatinine significantly 
decreased (p < 0.05) in treated females as compared to the control 
group, while cholesterol was significantly decrease in treated 
males; authors determined hematological and biochemical 
parameters with significant differences may be due to 
experimental variations and were not treatment-related;  no 
abnormalities were observed in the liver and kidneys 

78 
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Table 11.  Repeated dose toxicity studies. 
Test Article Animals/Group Study 

Duration 
Vehicle Dose/Concentration/Protocol Results Reference 

ORAL  
olive fruit 
extract 
containing 
35% 
hydroxytyrosol 

Groups of 10 male 
and 10 female 
Wistar rats 

90 d Reverse 
osmosis water 

0, 345, 691, or 1381 mg/kg bw/d via gavage; an additional 2 
recovery groups included a vehicle control and a high dose 
group that were followed for 28 d after the completion of the 
90-d treatment to assess recovery; study performed in 
accordance with OECD TG 408; animals observed twice daily 
for mortality and clinical signs; body weight and feed 
consumption measured weekly; ophthalmological examination 
performed prior to treatment and at treatment and recovery end; 
blood samples collected during weeks 4, 8, 13 and 15 (recovery) 
from the control and high dose groups; urinalysis samples 
collected from all rats at the end of the main study and recovery 
study; vaginal smears and sperm collection were made; gross 
pathological exams and absolute organ weights determinations 
in all animals; histopathological exams performed in control and 
high-dose groups 

LOAEL = 1381 mg/kg bw/d and the NOAEL = 691 mg/kg bw/d; no 
mortality or morbidity were observed during the study period; no 
treatment-related clinical signs observed in the low dose groups, 
while the mid- and high-dose groups had mild to moderate 
intermittent salivation – observation was considered non-adverse; 
reduction in terminal body weight and statistically significant 
reduction in body weight gain observed at week 13 in high-dose 
males; statistically significant increase in relative weights of the 
liver, heart, and kidneys observed in high-dose males and females 

79 

hydrolyzed 
olive pulp 
(fruit) extract 
(aqueous) 

Groups of 20 male 
and 20 female Crl: 
CD(SD)IGS BR 
VAF/Plus rats 

90 d 0.5% 
methylcellulose 

0, 1000, 1500, or 2000 mg/kg/d via gavage; physical and 
ophthalmic examinations conducted before and near the end of 
study; clinical signs were recorded daily, body weights and feed 
consumption were recorded weekly, and hematology and serum 
chemistry determinations were made at necropsy 

NOAEL = 2000 mg/kg/d; small decreases in body weight gains 
observed in 2000 mg/kg/d males and in all groups of females; feed 
consumption comparable to controls; no adverse clinical, 
hematologic, biochemical, organ weight or gross necropsy effects; 
focal, minimal, or mild hyperplasia of the mucosal squamous 
epithelium of the limiting ridge of the forestomach occurred in some 
2000 mg/kg rats, but this was attributed to local irritation from 
gavage procedures 

77 

olive leaf 
extract; 
proprietary 
product with a 
standardized 
olive 
polyphenol 
content of 40% 

Male and female 
CRL: (WI)BR 
Wistar SPF rats; 
no further details 
provided 

14 d 1% Tween 80 
prepared in 
distilled water 

0, 300, 600, 1000, or 2000 mg/kg bw/d oral dose study in 
accordance with OECD TG 407; no further details provided 

Male rats in the 1000 and 2000 mg/kg bw/d groups had hyaline 
droplet nephropathy in a dose-dependent manner; this effect was not 
observed in 300 or 600 mg/kg dose group males or in females at any 
dose level; no other treatment-related significant findings noted; no 
further details provided 

80 

olive leaf 
extract 
(ethanol) 

Groups of 5 male 
and 5 female 
Wistar rats 

28 d as supplied 100, 200, or 400 mg/kg oral dose; negative control group 
received 10 ml/kg ethanol solution (51%); body weight gain 
measured at the end of dosing, blood collected and 
hematological parameters measured; rats killed and liver and 
kidneys examined microscopically 

No mortality or clinical signs of toxicity observed; body weight 
gains normal in all dose groups; hematological parameters in treated 
rats comparable to the controls; blood urea nitrogen significantly 
increased (p < 0.05) in males in the 100 and 400 mg/kg dose groups 
when compared to the controls, but no other biochemical parameters 
exhibited any differences; no abnormalities found in the liver and 
kidneys 

78 
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Table 11.  Repeated dose toxicity studies. 
Test Article Animals/Group Study 

Duration 
Vehicle Dose/Concentration/Protocol Results Reference 

olive leaf 
extract (aq.) 

Groups of 6 male 
Wistar albino rats 

42 d Dietary feed 0, 0.2%, 0.4%, 0.7%, or 0.9%; rats observed daily for clinical 
signs; hematological and biochemical parameters, including 
concentration of alkaline phosphatase (ALP), lactate 
dehydrogenase (LDH), total bilirubin, cholesterol, glucose, and 
triglycerides measured at the end of dosing; rats were killed and 
histological examination performed on livers, kidneys, and 
spleens 

No clinical signs of toxicity observed; when compared to control 
group, a significant increase (p < 0.001) in serum ALP observed in 
all treated groups; a significant increase of total bilirubin observed in 
the 0.4%, 0.7%, and 0.9% dose groups; a significant decrease in 
serum triglycerides, glucose, and cholesterol observed in all test 
groups when compared to the control group; a significant decrease (p 
< 0.05) in values of red blood cell counts, hemoglobin, and packed 
cell volume observed in the 0.9% dose group; a significant decrease 
(p < 0.05) in hemoglobin and packed cell volume observed in the 
0.2% dose group, and mean corpuscular volume was significantly 
higher in the 0.4%, 0.7%, and the 0.9% dose groups, when compared 
to the control group; a marked reduction in white blood cells in all 
treated groups compared to the control group; no pathological 
changes in the spleen observed in the control or the treated groups; 
livers in the 0.7% and 0.9% dose groups had fatty changes and 
hepatocellular necrosis; these changes were observed in a lesser 
degree in the 0.2% and 0.4% dose groups; kidneys in treated groups 
had streaky hemorrhages and congestion in the cortical region, with 
more severe hemorrhage in the two higher dose groups 

4   

olive leaf 
extract; 
proprietary 
product with a 
standardized 
olive 
polyphenol 
content of 40% 

Male and female 
CRL: (WI)BR 
Wistar SPF rats; 
10 per sex in main 
group and 5 per 
sex in satellite 
groups 

90 d 1% Tween 80 0, 360, 600, or 1000 mg/kg bw/d at a dose volume of 10 ml/kg 
via gavage; toxicity study performed in accordance with OECD 
TG 408; animals observed twice daily for mortality; clinical 
signs observed once daily; body weight measured prior to 
treatment, twice weekly during weeks 1-4, once weekly during 
weeks 5-13, and immediately after rats were killed; 
ophthalmological examination performed prior to treatment in 
all animals and in control and high-dose animals at the end of 
treatment; blood samples collected at study end; gross 
pathological exams and absolute organ weights determinations 
in all animals; histopathological exams performed in control and 
high-dose groups; 28-d satellite study performed to determine 
whether the findings of the above 14-d study were repeatable 

NOAEL = 1000 mg/kg bw/d in both sexes; 1 female in the 1000 
mg/kg bw/d group died on day 2 and 1 male in the 1000 mg/kg bw/d 
group died on day 60 due to treatment procedure; no toxicologically 
relevant treatment-related clinical signs or effects on body weight or 
feed consumption observed compared to controls; no 
ophthalmological alterations observed; no toxicologically-relevant 
changes in hematology, blood coagulation, or clinical chemistry 
parameters observed; no test article-induced gross pathological 
lesions or organ weight difference observed in any organs or tissues 
in any dose groups compared to controls; histopathological exams 
did not reveal any treatment-related findings that were considered 
toxicologically significant; satellite study for nephropathy was 
negative 

80 
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Table 12. DART studies. 
Test 
Article 

Animals/Group Vehicle Dose/Concentration Procedure Results Reference 

ORAL 
olive fruit 
extract 
(hydro-
alcoholic) 

groups of 8 male 
Sprague-Dawley rats 

saline 0, 50, 150, or 450 mg/kg  Test material administered via gavage for 48 d; 
body weight measured and blood samples taken 
prior to initial dosing and 24 h after final dosing; 
rats killed at treatment end and weights of left 
prostate, left testis, epididymis, and seminal 
vesicle taken; sperm count and sperm motility 
measured 

A significant decrease (p = 0.03) observed in 
weights of the left testicle in all treatment groups 
and in weights of the seminal vesicle in the 150 
mg/kg dose group; significant decreases in 
testosterone hormone levels (p < 0.04), sperm 
counts (p < 0.001), and sperm motility (p < 0.04) in 
all treatment groups; no significant effects observed 
in body, prostate, or epididymis weights or in 
estradiol hormone levels   

81 

hydrolyzed 
olive pulp 
(fruit) 
extract 
(aqueous) 

groups of male and 
female Crl: 
CD(SD)IGS BR 
VAF/Plus rats 

0.5% 
methylcellulose 

0, 500, 1000, 1500, or 2000 
mg/kg 

Dosage-range reproduction study; rats received 
test material for 14 d before cohabitation and up 
until the day before necropsy (49 total doses for 
males; for females, after day 22 post-partum); 
clinical signs, body weights of males and 
females, feed consumption, estrous cycling, 
female maternal behavior, litter sizes, pup 
viability, pup body weights, and necropsy 
observations were records; pups from the F1 
generation weaned 21-d post-partum; 2 
pups/sex/litter (80 rats/sex total) selected for a 
week of daily gavage treatments and recordings 
of clinical signs, body weights, and viability 
before being necropsied on post-partum day 28; 
remaining pups subjected to gross necropsy on 
post-partum day 21  

No treatment-related mortality observed in F0 males 
and females; only adverse clinical sign for F0 rats 
was dose-dependent excess salivation; absolute and 
relative feed intake and feed consumption values 
comparable between groups; in treated F0 males, 
non-dose-dependent increased body weight gains; 
all mating and fertility parameters, terminal body 
weights, and paired epididymal and testicular 
weights comparable among the groups; in treated F0 
females, body weight gains were increased during 
the pre-cohabitation period, were comparable 
during gestation, and were decreased in the 1500 
and 2000 mg/kg/d dose groups compared to 
controls; no adverse effects in treated groups for 
number of estrous stages, in mating, fertility, 
gestation, delivery or litter parameters, or in 
parturition, lactation, or necropsy parameters; slight 
reductions in pup weight/litter on lactation days 14 
and 21 were not statistically significant; no 
treatment-related deaths, clinical signs, or gross 
necropsy findings were observed in the F1 
generation pups; pups (2/sex/litter) treated for 7 d 
after weaning with all treatment levels had 
comparable body weights on post-partum day 28 

77 

hydrolyzed 
olive pulp 
(fruit) 
extract 
(aqueous) 

groups of 25 mated 
female Crl: 
CD(SD)IGS BR 
VAF/Plus rats 

0.5% 
methylcellulose 

0, 500, 1000, 1500, or 2000 
mg/kg 

Developmental toxicity study; dams received test 
material on gestation days 6 – 20, and observed 
daily for viability and clinical signs, resorptions, 
and premature delivery; body weights recorded 
on gestation day 0 through necropsy; feed 
consumption values recorded on gestation days 0, 
6, 9, 12, 15, 18, and 21 

NOAEL > 2000 mg/kg/d; no mortalities observed 
during treatment period; one 2000 mg/kg/d dam 
killed due to premature labor, but no abnormalities 
observed with dam or litter; no adverse clinical or 
necropsy findings; no differences in maternal body 
weight, body weight gains, gravid uterine weights, 
corrected maternal body weights or body weight 
gains, or absolute or relative feed consumption in 
any dose group; litter parameters unaffected by test 
material; significantly increased mean number of 
corpora lutea in the high dose group within 
historical control ranges; all gross external, soft 
tissue, and skeletal fetal alternations comparable in 
type, incidence, and distribution to controls 

11,77 
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Table 13.  Genotoxicity studies. 
Test Article Concentration/Dose Vehicle Test System Procedure Results Reference 

IN VITRO  
hydrolyzed olive 
pulp (fruit) extract 
(aqueous) 

5 - 5000 µg/plate 0.5% 
carboxymethylcellulose 
solution or dimethyl 
sulfoxide 

Salmonella typhimurium 
TA97a, TA98, TA100, TA1335 
or Escherichia coli WP2 uvrA 

Bacterial reverse mutation assay, with and without 
metabolic activation 

Mutagenic activity detected in strains TA98 
and TA100 at 100 and 2500 µg/plate with 
metabolic activation; however, inconsistencies 
between regular and repeat trials, antibacterial 
properties of the test material, and observation 
of positive findings in only 2 concentrations 
(with precipitates and toxicity also present) 
complicated interpretation of findings 

77 

hydrolyzed olive 
pulp (fruit) extract 
(aqueous) 

10-1000 µg/ml dimethyl sulfoxide Chinese hamster ovary cells Chromosome aberration assay, with and without 
metabolic activation 

A significant increase in the percentage of 
aberrant cells observed at 1000 µg/ml, with 
activation 

77 

olive leaf extract; 
proprietary product 
with a standardized 
olive polyphenol 
content of 40% 

51.2, 128, 320, 800, 
2000, and 5000 µg/plate 

Ultrapure water S. typhimurium TA98, TA100, 
TA1335, TA1537 or E. coli 
WP2 uvrA 

Bacterial reverse mutation assay in accordance with 
OECD TG 471, with and without S9 metabolic 
activation 

Not genotoxic; no substantial increases in 
revertant colony numbers observed in any of 
the strains, with or without metabolic 
activation, at any concentration level; sporadic 
increases in revertant colony numbers 
compared to vehicle control observed, 
however no dose-related increase beyond 
generally acknowledged border of biological 
relevance observed and mutation rates were 
well below threshold of being considered 
positive 

80 

4 different olive 
leaf extracts from 
different regions of 
Tunisia 

Up to 5000 µg/ml Aqueous, no further 
details 

2 S. typhimurium TA 104 
constructs 

Bacterial Vitotox™ test, with and without S9 
metabolic activation 

Negative in 3 extracts, with or without 
metabolic activation; 4th extract had borderline 
genotoxicity with metabolic activation; 
antigenotoxic properties were not observed 

82 

4 different olive 
leaf extracts from 
different regions of 
Tunisia 

Up to 5000 µg/ml Aqueous, no further 
details 

Human C3A hepatic cells Alkaline comet assay; cells were incubated with test 
materials for 24 h without metabolic activation and 
lysed in alkaline solution before analysis for DNA 
damage 

Not genotoxic in 3 extracts; an increase in 
DNA damage was observed in the 4th extract 
that had borderline genotoxicity in the 
bacterial study described above 

82 

olive leaf extract; 
proprietary product 
with a standardized 
olive polyphenol 
content of 40% 

3 h exposure 
Without S9: 250, 500, 
750, 1000, or 1250 µg/ml 
With S9: 250, 500, 750, 
or 1000 µg/ml 
20 h exposure 
Without S9: 62.5, 125, 
250, or 500 µg/ml 
With S9: 500, 750, 1000, 
1250, or 1500 µg/ml 

Dulbecco’s Modified 
Eagle medium 

V79 male Chinese hamster lung 
cells 

Mammalian chromosome aberration test in 
accordance with OECD TG 473, with and without 
S9 metabolic activation; positive and negative 
controls used 

Not clastogenic; test material did not induce 
increase number of cells with aberrations or 
rates of polyploidy or endoreduplicated 
metaphases at any concentration during either 
period of exposure, with or without metabolic 
activation; no statistically significant 
differences between treatment and solvent 
control groups, and no dose-response 
relationships were observed; controls yielded 
expected results 

80 
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Table 13.  Genotoxicity studies. 
Test Article Concentration/Dose Vehicle Test System Procedure Results Reference 

IN VIVO 
hydrolyzed olive 
pulp (fruit) extract 
(aqueous) 

0, 1000, 1500, 2000, or 
5000 mg/kg/d 

0.5% methylcellulose groups of 5-7 male and 5-7 
female Crl: CD(SD) IGS BR 
VAF/Plus rats 

Micronucleus assay; rats given single or 28 
consecutive daily doses (1000-2000 mg/kg/d) or 29 
consecutive daily doses (5000 mg/kg/d); via gavage 

Not mutagenic; numbers of micronucleated 
polychromatic erythrocytes not significantly 
increased in any group treated with test article 
when compared to negative controls 

77 

Olive leaf extract; 
proprietary product 
with a standardized 
olive polyphenol 
content of 40% 

50, 100, or 200 mg/ml in 
a dose volume of 10 
ml/kg bw 

Humaqua sterile water Groups of male SPF Crl: NMRI 
BR mice; negative control and 
high dose group had 10 mice 
each, remaining groups had 5 
mice each 

Micronucleus assay in accordance with OECD TG 
474; mice received single dose via gavage; positive 
control (cyclophosphamide), low-, and mid-dose 
group mice were killed at 24 h post treatment, 5 
mice each in the positive control and high-dose 
were killed at 24 h or 48 h 

Not genotoxic; no mortality, clinical signs of 
toxicity, or adverse reactions were observed in 
the controls or the 500 or 1000 mg/kg bw dose 
groups; a slight decrease in activity and 
piloerection was observed in 4 out of 10 mice 
treated with 2000 mg/kg; no significant 
differences observed in frequency of 
micronucleated polychromatic erythrocytes 
between the 3 dose groups compared to 
negative control; in the 2000 mg/kg dose 
group, the number of polychromatic 
erythrocytes was slightly decreased compared 
to negative control at 48 h sampling time; 
positive control yielded expected results 

80 
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Table 14. Dermal irritation and sensitization studies.  
Test Article  Vehicle Concentration/Dose Test Population Procedure Results Reference 

IRRITATION 
IN VITRO  

Olea Europaea (Olive) Leaf 
Extract 

none 100% not reported OECD TG 439 primary skin irritation method; no further 
details provided 

Not irritating 13 

ANIMAL 
Olea Europaea (Olive) Leaf 
Extract 

not reported 10% and 100% 3 rabbits; no 
further details 
provided 

Primary skin irritation test; no further details provided No irritation; no further details 
provided 

13 

Olea Europaea (Olive) Leaf 
Extract 

not reported 12.5%, 25%, 50%, 
100% 

3 rabbits; no 
further details 
provided 

Cumulative skin irritation test; no further details provided No irritation; no further details 
provided 

13 

HUMAN 
Face cream containing 0.0005% 
Olea Europaea (Olive) Fruit 
Extract 

none As supplied 19 subjects SIOPT No irritation; primary irritation index = 
0.0 

85 

Face cream containing 0.0005% 
Olea Europaea (Olive) Fruit 
Extract 

none As supplied 14 subjects 4-d clinical use test; test material applied twice daily to 
face 

No significant clinical changes; no 
reports subjective discomfort 

84 

Liquid lip color containing 1% 
Olea Europaea (Olive) Leaf 
Extract 

none As supplied  20 subjects SIOPT No irritation; primary irritation index = 
0.0 

88 

Lip product containing 1% Olea 
Europaea (Olive) Leaf Extract 

none  As supplied 22 subjects 5-d clinical use test; test material applied twice daily to 
upper and lower lips 

No significant clinical changes; no 
reported subjective discomfort 

86 

Olea Europaea (Olive) Leaf 
Extract 

none 100% 46 subjects Irritation study; occlusive patch; no further details 
provided 

No irritation; no further details 
provided 

13 

Moisturizer lotion containing 
0.047% Olea Europaea (Olive) 
Leaf Extract 

none As supplied 52 subjects; at 
least 50% 
considered to 
have sensitive 
skin 

4-wk clinical use test; monadic design; subjects instructed 
to use test material twice daily; dermatological exams 
conducted at baseline, wk 2 and wk 4 

Test material did not elicit any 
significant objective or subjective 
irritation; test material did not elicit 
significant dryness  

87 

Body scrub containing 0.025% 
Olea Europaea (Olive) Seed 
Powder 

none aqueous 0.5% 21 subjects SIOPT; 24-h One subject had a + response, no other 
reactions observed; primary irritation 
index = 0.02 

89 

Bar soap containing 1% Olea 
Europaea (Olive) Seed Powder 

none As supplied 12 subjects 1-wk clinical use test; test material applied twice daily to 
whole body 

No significant clinical changes; no 
reported subjective discomfort 

90 

SENSITIZATION 
ANIMAL 

Olea Europaea (Olive) Leaf 
Extract 

not reported 25% for 1st induction; 
100% for 2nd induction; 
10% and 100% for 
challenge 

5 guinea 
pigs/group; no 
further details 
provided 

Skin sensitization study; no further details provided Negative for sensitization; no further 
details provided 

13 

HUMAN 
Product containing 0.0025% Olea 
Europaea (Olive) Fruit Extract and 
0.035% Olea Europaea (Olive) 
Seed Powder 

Not reported 0.5% w/v aqueous 
solution; 0.2 ml applied 

100 subjects HRIPT under occlusive patches; induction patch applied 
on the back for 9 total applications; 10-15 d non-treatment 
period followed by challenge patch applied to naïve site 
and scored at 48 h and 72 h post-application; Webril patch 
was 2 cm2  

No dermal sensitization 91 
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Table 14. Dermal irritation and sensitization studies.  
Test Article  Vehicle Concentration/Dose Test Population Procedure Results Reference 
Lip balm containing 5% Olea 
Europaea (Olive) Leaf Extract 

As supplied 0.05 ml 25 subjects Maximization study under occlusive patches; induction 
and challenge sites pretreated with 0.25% sodium lauryl 
sulfate (0.05 ml); induction patch applied on upper outer 
arm for five 48-h total applications, application site 
allowed to air dry for 30 min prior to patching; 7-10 d 
non-treatment period followed by challenge patch applied 
to naïve site and scored at ~48 and 72 h post-application; 
patch was 13 mm Webril disc 

No dermal sensitization; no adverse 
events reported 

92 

Olea Europaea (Olive) Leaf 
Extract 

Not reported 20% 54 subjects HRIPT using modified Shelanski method; no further 
details provided 

No contact sensitization; no further 
details provided 

13 

Product containing 0.3% Olea 
Europaea (Olive) Leaf Extract 

As supplied 0.02 ml 109 subjects HRIPT under occlusive patches; induction patch applied 
on back for total of 9 applications; 13 d non-treatment 
period followed by challenge patch applied to naïve site 
and scored at 48 h post-application; patches were 50 mm2 
Finn chambers 

No primary or cumulative dermal 
irritation, mean irritation index = 0.01; 
no dermal sensitization 

93 

Product containing 25% Olea 
Europaea (Olive) Seed Powder 

water 0.02 ml 54 subjects HRIPT under semi-occlusive patches; induction patch 
applied on back for total of 9 applications; 2-wk non-
treatment period followed by challenge patch applied to 
naïve site and scored at 48 and 96 h post-application; 
Webril patch was 1 cm2  

No dermal sensitization 94 

PHOTOSENSITIZATION 
HUMAN 

Product containing 0.01% Olea 
Europaea (Olive) Fruit Extract 

Neat 40 mg 27 subjects Photosensitization study under occlusive patch; repeat 
insult patch test with ultraviolet radiation (solar 
simulated); test material administered to same test site on 
mid or lower back area for 6 induction exposures over a 3 
wk period; induction patches in place for 24 h, after which 
the sites were wiped off with dry gauze and exposed to 2 
minimal erythema doses from a xenon arc solar simulator; 
after a 10 d non-treatment period, challenge patch applied 
to naïve site for 24 h in duplicate, one set removed after 24 
h and irradiated with ½ minimal erythema dose plus 4 
J/cm2 UV; unirradiated patches served as control sites; test 
sites examined for reactions at 48 and 72 h post-
irradiation; patch was 2 x 2 cm2 Webril pad 

Not a photosensitizer; no adverse 
events reported 

95 

Product containing 10% Olea 
Europaea (Olive) Leaf Extract 

Neat 40 mg 25 subjects Photosensitization study under occlusive patch; repeat 
insult patch test with ultraviolet radiation (solar 
simulated); test material administered to same test site on 
mid or lower back area for 6 induction exposures over a 3 
wk period, application site allowed to air dry for 30 min 
prior to patching; induction patches in place for 24 h, after 
which the sites were wiped off with dry gauze and 
exposed to 3 minimal erythema doses from a xenon arc 
solar simulator; after a 11 d non-treatment period, 
challenge patch applied to naïve site for 24 h in duplicate, 
one set removed after 24 h and irradiated with ½ minimal 
erythema dose plus 4 J/cm2 UV; unirradiated patches 
served as control sites; test sites examined for reactions at 
48 and 72 h post-irradiation; patch was 2 x 2 cm2 Webril 
pad 

Not a photosensitizer; no adverse 
events reported 

96 
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Concentration of Use By FDA Product Category – Olive-Derived Ingredients* 

Olea Europaea (Olive) Leaf Extract 
Olea Europaea (Olive) Bark Extract 
Olea Europaea (Olive) Branch Extract 
Olea Europaea (Olive) Bud Extract 
Olea Europaea (Olive) Flower Extract 
Olea Europaea (Olive) Flower Water 
Olea Europaea (Olive) Fruit 
Olea Europaea (Olive) Fruit Extract 
Olea Europaea (Olive) Fruit Juice 
Olea Europaea (Olive) Fruit Juice Extract 
Olea Europaea (Olive) Fruit Oil Ethyl Ester 

Olea Europaea (Olive) Fruit Unsaponifiables 
Olea Europaea (Olive) Fruit Water 
Olea Europaea (Olive) Husk Powder 
Olea Europaea (Olive) Leaf 
Olea Europaea (Olive) Leaf Powder 
Olea Europaea (Olive) Leaf Water 
Olea Europaea (Olive) Sap Extract 
Olea Europaea (Olive) Seed 
Olea Europaea (Olive) Seed Powder 
Olea Europaea (Olive) Wood Extract 
 

Ingredient Product Category Maximum 
Concentration of Use 

Olea Europaea (Olive) Leaf Extract Baby shampoos 0.0065% 
Olea Europaea (Olive) Leaf Extract Baby lotions, oils and creams 0.013% 
Olea Europaea (Olive) Leaf Extract Other baby products 0.002% 
Olea Europaea (Olive) Leaf Extract Hair conditioners 0.003-0.018% 
Olea Europaea (Olive) Leaf Extract Hair sprays 

     Pump spray 
 
0.018% 

Olea Europaea (Olive) Leaf Extract Rinses (noncoloring) 0.0005% 
Olea Europaea (Olive) Leaf Extract Shampoos (noncoloring) 0.001-0.018% 
Olea Europaea (Olive) Leaf Extract Foundations 0.1% 
Olea Europaea (Olive) Leaf Extract Lipstick 0.002% 
Olea Europaea (Olive) Leaf Extract Bath soaps and detergents 0.0003% 
Olea Europaea (Olive) Leaf Extract Deodorants 

     Not spray 
     Aerosol 

 
0.095% 
0.0002% 

Olea Europaea (Olive) Leaf Extract Skin cleansing (cold creams, cleansing 
lotions, liquids and pads) 

0.0002-0.3% 

Olea Europaea (Olive) Leaf Extract Face and neck products 
     Not spray 

 
0.0014-0.4% 

Olea Europaea (Olive) Leaf Extract Moisturizing products 
     Not spray 

 
0.0065% 

Olea Europaea (Olive) Leaf Extract Night products 
     Not spray 

0.4% 

Olea Europaea (Olive) Leaf Extract Other skin care preparations 0.002% 
Olea Europaea (Olive) Leaf Extract Suntan products 

     Not spray 
 
2% 

Olea Europaea (Olive) Fruit Moisturizing products 
     Not spray 

 
0.6% 

Olea Europaea (Olive) Fruit Extract Hair conditioners 0.0002% 
Olea Europaea (Olive) Fruit Extract Shampoos (noncoloring) 0.0098% 
Olea Europaea (Olive) Fruit Extract Tonics, dressings and other hair 

grooming aids 
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     Not spray 0.069% 
Olea Europaea (Olive) Fruit Extract Lipstick 0.24% 
Olea Europaea (Olive) Fruit Extract Bath soaps and detergents 0.00025-0.11% 
Olea Europaea (Olive) Fruit Extract Deodorants 

     Not spray 
     Aerosol 

 
0.005% 
0.0008% 

Olea Europaea (Olive) Fruit Extract Shaving cream 0.5% 
Olea Europaea (Olive) Fruit Extract Skin cleansing (cold creams, cleansing 

lotions, liquids and pads) 
0.01% 

Olea Europaea (Olive) Fruit Extract Face and neck products 
     Not spray 

 
0.4-0.45% 

Olea Europaea (Olive) Fruit Extract Body and hand products 
     Not spray 

 
0.23% 

Olea Europaea (Olive) Fruit Extract Moisturizing products 
     Not spray 

 
0.00025% 

Olea Europaea (Olive) Fruit Extract Night products 
     Not spray 

 
0.00025% 

Olea Europaea (Olive) Fruit Extract Other skin care preparations 0.01% 
Olea Europaea (Olive) Fruit Oil 
Ethyl Ester 

Aftershave lotions 0.5% 

Olea Europaea (Olive) Fruit 
Unsaponifiables 

Shaving cream 10% 

Olea Europaea (Olive) Leaf 
Powder 

Body and hand products 
     Not spray 

 
0.1% 

Olea Europaea (Olive) Sap Extract Hair conditioners 0.005% 
Olea Europaea (Olive) Sap Extract Shampoos (noncoloring) 0.005% 
Olea Europaea (Olive) Sap Extract Other hair preparations (noncoloring) 0.005% 

*Ingredients included in the title of the table but not found in the table were included in the 
concentration of use survey, but no uses were reported. 

Information collected in 2019-2020 
Table prepared: February 27, 2020 
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Memorandum 

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

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

DATE: August 9, 2022 

SUBJECT: Method of Manufacture: Ingredients Made From Olea europaea Leaves 

Anonymous.  2022.  Method of Manufacture – Olea Europaea (Olive) Leaf Extract and Olea 
Europaea (Olive) Leaf Water. 

Anonymous.  2022.  Method of Manufacture – Olea Europeae (Olive) Leaf Powder. 
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August 2022 

Method of Manufacture – Olea Europaea (Olive) Leaf Extract and Olea Europaea (Olive) Leaf Water 

Leaves of Olea europaea are used to to manufacture : 

- extracts with solvent water/glycerin or sunflower oil 
process: maceration and filtration (LEAF EXTRACT) 
 

- water by hydrodistillation (LEAF WATER) 
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Method of Manufacture – Olea Europeae (Olive) Leaf Powder 

Olea Europaea (Olive) Leaf Powder is manufactured by :  

- Grinding dry olive leaves 

- Sieving 

- Sterilising (by gamma ray or heat) 

The ingredient is 100% olive leaves 
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Memorandum 

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

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

DATE: August 15, 2022 

SUBJECT: Olea Europaea (Olive) Fruit Extract 

The Innovation Company.  2022.  Olea Europaea (Olive) Fruit Extract Method of Manufacture. 
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August 2022 

The Innovation Company 

Olea Europaea (Olive) Fruit Extract 

Our company sells olive oil under the INCI name Olea Europaea (Olive) Fruit Extract 

It is extracted by several processes, as traditional water pressed and filtered.  Or simply Hexane 
processed as most vegetable oils.  It can also be produced using super critical CO2 extraction. 
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Memorandum 

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

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

DATE: August 16, 2022 

SUBJECT: Olea Europaea (Olive) Leaf Extract, Olea Europaea (Olive) Fruit Extract, and 
Olea Europaea (Olive) Seed Powder 

Anonymous.  2002.  Clinical safety in use test – moisturizer containing 0.047% Olea Europaea 
(Olive) Leaf Extract. 

Anonymous.  2008.  5-Day use test (lips) – product containing 1% Olea Europaea (Olive) Leaf 
Extract. 

Anonymous. 2008.  Human patch test – liquid lip color containing 1% Olea Europaea (Olive) 
Leaf Extract. 

Anonymous.  2008.  Evaluation of the contact-sensitization potential of a topical coded product 
in human skin by means of the maximization assay (product contains 5% Olea 
Europaea (Olive) Leaf Extract). 

Anonymous.  2010.  An assessment of the photosensitization potential of two topical coded test 
products using a human photocontact allergenicity assay (product contains 10% 
Olea Europaea (Olive) Leaf Extract). 

Anonymous.  2011.  An assessment of the photosensitization potential of three topical coded test 
products using a human photocontact allergenicity assay (blend contains 0.01% 
Olea Europaea (Olive) Fruit Extract). 

Anonymous.  2013.  4-day face use test (face cream contains 0.0005% Olea Europaea (Olive) 
Fruit Extract). 

Anonymous.  2013.  Human patch test (face cream contains 0.0005% Olea Europaea (Olive) 
Fruit Extract). 
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Anonymous.  2013.  Human patch test (scrub contains 0.025% Olea Europaea (Olive) Seed 
Powder). 

Anonymous.  2013.  1-Week home use test of a bar soap containing 1% Olea Europaea (Olive) 
Seed Powder. 

Anonymous.  2014.  Repeated insult patch test (product contains 0.0025% Olea Europaea 
  (Olive) Fruit Extract and 0.035% Olea Europaea (Olive) Seed Powder). 
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contains 0.047% Olea Europaea (Olive) Leaf 
Extract
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contains 1% Olea Europaea (Olive) Leaf 
Extract
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contains 1% Olea Europaea 
(Olive) Leaf Extract
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contains 5% Olea Europaea (Olive) Leaf Extract
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F I N A L    R E P O R T 

Page 1 

STUDY TITLE: 

An assessment of the contact-sensitizing potential of a coded topically-applied test agent 

using a Human Maximization Assay.   

 PROTOCOL: 

GUIDELINES FOR THE CONDUCT OF THE STUDY: 

All procedures were conducted in compliance with the regulations of the Food and Drug 

Administration (FDA) (21 CFR 50, 56, 312) ICH-GCP Consolidated Guidelines, May 9, 

1997 Federal Register) and in accordance with  Standard Operating Procedures 

(SOP’s).   

STUDY OBJECTIVE: 

The objective of this study was to assess the skin sensitizing potential any preparation 

designed for topical use by means of the Maximization Test (see references #1 and #2). 

DESIGN RATIONALE: 

A repeat insult patch test wherein the test product was applied under an occlusive 

dressing to an SLS (sodium lauryl sulfate) pre-treated site on the upper outer arm 

repeatedly to the same designated area for five 48-hour induction periods followed 7-10 

days later by a single challenge to a naïve skin site on the opposite outer arm.   

STUDY SPONSOR: 

SPONSOR STUDY: 

Commitment Letter dated October 29, 2008 
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TESTING FACILITY: 

      

  

 

 

 

 

PRINCIPAL INVESTIGATOR: 

, M.D. (Board Certified Dermatologist) 

Medical Director,  

  

 

 

 

 ADMINISTRATIVE STRUCTURE: 

 (Panel Recruitment/Initial Screening)  

  (Technician /Patch Applications/Removals/Recognize/Report AE’s) 

   (Evaluator) 

 (Quality Assurance) 

 

INFORMED CONSENT: 

Prior to acceptance into the study, each subject was informed by the Investigator or his 

designee of the nature and purpose of the study, possible side-effects and any other relevant 

information.  The study procedures and possible risks and discomfort were explained to each 

panelist during the interview using popular understandable language and terms, and the 

panelists were encouraged to ask questions regarding the study. Each interviewed panelist 

who qualified was then asked to read and sign the consent form prior to enrollment.  Copies of 

all consent forms are on file at .  

 

CONDUCTION DATES: 

This study was conducted between November 3, 2008 and December 5, 2008             
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TEST MATERIAL: 

The test product labeled Lip Balm and coded  was supplied by the sponsor and 

tested as supplied viz. neat.   

   

TEST PRODUCT ACCOUNTABILITY: 

The test sample was received in good condition by our Quality Assurance Department.  The 

test material was checked for (1) amount (2)  product number or code (3) material container 

etc.  The material was individually listed on a special sheet (drug/test product log form) signed 

by the receiver, the laboratory supervisor and the investigator (physician).  The test sample 

was stored under ambient conditions in an inaccessible location under the supervision of the 

investigator. 

 

DISPOSITION OF REMAINING CLINICAL SUPPLIES: 

All remaining test material(s) will be disposed of in accordance with applicable governmental 

regulations following submission of the final written report or returned to the Sponsor via a 

traceable method, if requested. 

 

PANEL COMPOSITION: 

Healthy, adult volunteers over the age of 18 years were recruited for this study.  Panelists had 

no blemishes, excess hair or other marks on their upper outer arms that would obscure 

grading of the test site.  Both male and female panelists were eligible.   None of the subjects 

had a medical or dermatological illness and none were sensitive to 

sunscreens or to topical preparations and/or cosmetics.  A completed subject was a subject 

who satisfied the admission criteria and who completed the scheduled study procedures. 

 

Inclusion Criteria: 

1. Healthy adult male and female volunteers between the ages of 18 and 65 years. 

2. All subjects who were willing to follow the study requirements and voluntarily gave their 

informed consent. 
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Exclusion Criteria: 

1. Subjects with any significant internal diseases e.g., cardiac, pulmonary, renal, hepatic, 

etc. 

2. History of allergy or hypersensitivity to cosmetics, toiletries or other dermatological 

products  

3. History of recurrent dermatological diseases, e.g., psoriasis, atopic eczema, chronic 

urticaria 

4. Pregnancy or mothers who are breastfeeding or planning a pregnancy 

5. Scars, moles or other blemishes over the upper arm(s) or back which can interfere 

with the study 

6. Subjects receiving systemic or topical drugs or medications which can interfere with 

delayed immunologic responses e.g., corticosteroids, non-steroidal anti-

inflammatories, retinoids, immunosuppressants 

7. Other conditions considered by the investigator as sound reasons for disqualification 

from enrollment into the study 

 

SUBJECT ASSIGNMENT: 

Volunteer subjects were screened and selected as described above and assigned a study 

number.  The initials of each subject accepted into the study were recorded sequentially as 

they were enrolled.  

 

RECORDING OF DATA: 

The case report forms (CRF’s) for this study were provided by the Investigator.  All case report 

forms were completed in actual time, during each subject’s visit.  Copies of the CRF’s will be 

retained by the investigator along with the original signed informed consent forms.    

 

HANDLING OF STUDY DOCUMENTS: 

All study related documents, case report forms (CRF’s), original informed subject consent 

forms and any data generated were kept under secure lock in the technician’s office for the 

duration of the study.  
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STUDY PROCEDURES: 

Method and Procedures(1,2) 

Patches were applied to the upper outer arm of each subject.  The entire test was composed 

of three distinct phases: (1) an Induction phase and (2) a Rest Phase and (3) a Challenge 

phase.   

 

(1) Induction Phase: 

Approximately 0.05ml of aqueous SLS (0.25%) was applied to a designated site under a 

15mm disc of Webril cotton cloth and the patch was fastened to the skin with occlusive 

tape for a period of 24 hours.  After 24 hours, the SLS patch was removed and 0.05ml of 

the test material was applied to the same site before the site was again covered with 

occlusive tape (induction patch).  Since the test material coded  (Lip Balm) 

contained volatile ingredients, it was allowed to air-dry for approximately 30 minutes prior 

to application to the test site before the site was again covered with occlusive tape 

(induction patch).  The induction patch was left in place for 48 hours (or for 72 hours when 

placed over a weekend) following which it was removed and the site again examined for 

irritation.  If no irritation was present, a 0.25% aqueous SLS patch was again reapplied to 

the same site for 24 hours, followed by reapplication of a fresh induction patch with the 

test material to the same site.  This sequence viz. 24 hour SLS pre-treatment followed by 

48 hours of test material application was continued for a total of 5 induction exposures. 

 

If irritation developed at any time-point during the induction phase as previously outlined, the 

24-hour SLS pre-treatment patch was eliminated and only the test material was reapplied to 

the same site after a 24-hour rest period during which no patch was applied. 

 

The aim during this phase of the study was to maintain at least a minimal degree of irritation in 

order to enhance penetration through the corneum barrier. 

 

(2)  Rest Period: 

No exposure to the test material was made during this rest period, which lasted for 10 days 

after the last induction patch.  
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(3) Challenge Phase: 

After a ten day rest period, the subjects were challenged with a single application of the test 

material to a new skin site on the opposite upper outer arm in order to determine if 

sensitization had developed. 

 

Pre-treatment with SLS was performed prior to challenge.  Approximately 0.05ml of a 5.0% 

aqueous solution was applied to a fresh skin site under a 15mm disc of Webril cotton and 

covered with occlusive tape.  The SLS patch was left in place for one hour.  It was then 

removed and 0.05ml of the test material was applied to the same site, as outlined above.  The 

challenge patch was then covered by occlusive tape and left in place for 48 hours.  After that 

period, the patch was removed and the site graded 15-30 minutes later and again 24 hours 

later for any reaction. 

 

SCORING SCALE: 

0 = not sensitized 

1 = mild sensitization (viz. erythema and a little edema) 

2 = moderate sensitization (erythema with infiltration, raised, spreading beyond the 

          borders of the patch, with or without vesiculation) 

3 = strong sensitization (large vesiculo-bullous reaction). 

 

Based on these findings the number of subjects with positive responses were tabulated for the 

test material.  The test system shown below was used to classify the allergenic 

potential of the test substance. 

 

SENSITIZATION RATES:                   GRADES:                          CLASSIFICATION: 

        0  -   2/25                                          1                                            Weak 

        3  -   7/25                                          2                                            Mild 

        8  -  13/25                                         3                                            Moderate 

      14  -  20/25                                         4                                            Strong 

      21  -  25/25                                         5                                            Extreme 
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ADVERSE EXPERIENCES: 

No adverse experiences or unanticipated reactions were encountered or reported by any of 

the panelists.  

 

RESULTS:  

A total of twenty-six (26) healthy, adult, volunteers who satisfied the inclusion criteria were 

enrolled into this study.  There were 20 females and 6 males.  Their ages ranged from 21 to 

64 years.   One volunteer (#02, initials G-K, a male) failed to maintain the scheduled study 

visits and was subsequently dropped from the study.  The remaining 25 volunteers completed 

this investigation, as outlined in the standard protocol.  The demographic data are shown in 

Table 1.  No adverse or unexpected reactions were seen in any of the panelists during the 

induction phase.    

 

The results of the challenge are shown in the enclosed table (Table 2).  No instances of 

contact allergy were recorded at either 48 or 72 hours after the application of the challenge 

patches.  

 

CONCLUSION: 

Under the conditions of this test, the test sample labeled Lip Balm and coded  does 

not possess a detectable contact-sensitizing potential and hence is not likely to cause contact 

sensitivity reactions under normal use conditions. 
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TABLE 1 
 

 
DEMOGRAPHIC DATA 

       
       

 

Subject 
Number: 

Subject 
Initials: 

                       
Age: 

 
Sex: 

                     
Race: 

01  45 F C 

02  30 M C 

03  27 F C 

04  51 M C 

05  64 F C 

06  50 M C 

07  21 F B 

08  54 F C 

09  45 F C 

10  38 F C 

11  38 F C 

12  52 F B 

13  30 F C 

14  39 F C 

15  62 M C 

16  56 F C 

17  43 F C 

18  43 F C 

19  43 F C 

20  43 M C 

21  50 F C 

22  59 M C 

23  61 F C 

24  22 F C 

25  64 F C 

26  47 F C 

 
 

C = Caucasian 
     B = Black  
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TABLE 2 
 

MAXIMIZATION TESTING RESULTS 
 
 

Sample: Lip Balm coded  
 
 

Subject Number: 48-Hour Grading 72-Hour Grading 

01 0 0 

02 Dropped from the study 

03 0 0 

04 0 0 

05 0 0 

06 0 0 

07 0 0 

08 0 0 

09 0 0 

10 0 0 

11 0 0 

12 0 0 

13 0 0 

14 0 0 

15 0 0 

16 0 0 

17 0 0 

18 0 0 

19 0 0 

20 0 0 

21 0 0 

22 0 0 

23 0 0 

24 0 0 

25 0 0 

26 0 0 

 
Challenge Readings: 
 
48-Hour Reading – December 4, 2008 
72-Hour Reading – December 5, 2008  
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F I N A L      R E P O R T 

TITLE: 

An Assessment of the Photosensitization Potential of Two Topical Test Products Using a 

Human Photocontact Allergenicity Assay.   

: 

GUIDELINES FOR THE CONDUCT OF THE STUDY: 

All procedures were conducted in compliance with the regulations of the Food and Drug 

Administration (FDA) ([21 CFR 50, 56, 312) ICH-GCP Consolidated Guidelines, May 9, 

1997 Federal Register) and in accordance with  Standard Operating Procedures 

(SOP’s).   

OBJECTIVE: 

The objective of this study was to determine the photosensitization (photocontact 

allergenicity) potential of two topical cosmetic products to determine if these materials 

have a detectable photocontact allergenic potential when topically applied to human skin 

(see references #1 and #2). 

DESIGN RATIONALE: 

This was a repeat insult patch test wherein the test materials and ultraviolet radiation 

(solar simulated radiation) were administered to the same designated test sites over the 

mid or lower back area repeatedly for a total of six (6) induction exposures over a 3 

week period followed by a challenge phase after a rest period of 10 to 14 days.  The 

evaluator was blinded as to the identity of the test products.  

CONDUCTION DATES: 

This study was conducted from August 9, 2010 through September 10, 2010. 
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PRINCIPAL INVESTIGATOR: 

, M.D. (Board Certified Dermatologist) 

 ADMINISTRATIVE STRUCTURE: 

 (Receptionist/Panel Recruitment/Initial Screening) 

 (Technician/Patch Applications and Removals/UV Irradiation) 

 (Laboratory Supervisor/Expert Grader) 

 (Sr. Associate Director/Quality Assurance) 

TESTING FACILITY: 

SPONSOR: 

SPONSOR STUDY: 

 Submission Form dated:  August 2, 2010 

INFORMED CONSENT: 

Prior to acceptance into the study, each subject was informed by the Investigator or his 

designee of the nature and purpose of the study, possible side-effects and any other 

relevant information.  The study procedures and possible risks and discomfort were 

explained to each panelist during the interview using popular understandable language 

and terms, and the panelists were encouraged to ask questions regarding the study.  
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Each interviewed panelist who qualified was then asked to sign a consent form prior to 

enrollment.  A copy of the study schedule of events, visits and dates was then given to 

the volunteer.  

TEST MATERIALS: 

The test samples used in this study were supplied by the sponsor and tested neat. The 

products consisted of a Green Liquid coded  and a 

.  Both products contained volatiles so the product coded  was 

allowed to air-dry for ~30 minutes while the 

.  The Green Liquid was also shaken well prior to each 

application. 

TEST DRUG ACCOUNTABILITY: 

The test samples were received in good condition by our Quality Assurance Department. 

The test materials were checked for (1) amount (2) product number or code (3) material 

container etc.  The materials were individually listed on a special sheet signed by the 

receiver, the laboratory supervisor and the investigator (physician).  The test materials 

were stored at ambient conditions in an inaccessible location under the supervision of 

the investigator.  

DISPOSITION OF REMAINING CLINICAL SUPPLIES: 

All remaining test materials will be disposed of in accordance with established 

procedures following completion of the study and after the final written report has been 

issued to the Sponsor.  

PANEL COMPOSITION: 

Healthy, Caucasian, adult volunteers with no excess hair or other marks on their back 

that would obscure grading of the test sites were recruited for this study.  These were 

fair skin individuals with skin types I, II, or III defined as follows (Federal Register 43: 

38260, 1978): 

Type I   - Always burns easily; never tans 

Type II  - Always burns easily; tans minimally 

Type III - Burns moderately; tans gradually  
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None of the subjects had a medical or dermatological illness and none were sensitive to 

sunlight or to topical preparations and/or cosmetics.   

Inclusion Criteria: 

1. Healthy adult male and female volunteers (skin types I to III) between the ages of

18 and 65 years.

2. All subjects were willing to follow the study requirements and voluntarily gave

their informed consent.

Exclusion Criteria: 

1. History of sun hypersensitivity and photosensitive dermatoses.

2. History of recurrent dermatological diseases, e.g., psoriasis, atopic eczema,

chronic urticaria.

3. Subjects with any significant internal diseases, e.g., cardiac, pulmonary, renal,

hepatic, etc.

4. History of allergy or hypersensitivity to cosmetics, toiletries, or other

dermatological products.

5. History of allergy or hypersensitivity to sunscreens.

6. History of allergy or hypersensitivity to any type of tape.

7. Scars, moles or other blemishes over the lower back, which could have interfered

with the study.

8. Subjects receiving systemic or topical drugs including steroidal or non-

steroidal anti-inflammatory drugs, or medications which could have interfered

with the development of an inflammatory response, e.g., immunosuppressive

agents or retinoids.

9. Subjects receiving potentially photosensitizing medications, e.g., thiazides,

tetracyclines, phenothiazines, etc.

10. Pregnancy or mothers who were breastfeeding or planning a pregnancy.

11. Other conditions considered by the Investigator as sound reasons for

disqualification from enrollment into the study.
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SUBJECT ASSIGNMENT: 

Volunteer subjects were screened and selected as described above and assigned a 

study number.  The initials of each subject accepted into the study were recorded 

sequentially as they were enrolled.  

RECORDING OF DATA: 

The case report forms (CRF’s) for this study were provided by the Investigator.  All case 

report forms were completed in actual time, during each subject’s visit.  All scores were 

recorded on the Case Report Forms.  Copies of the CRF’s will be retained by the 

investigator along with the original signed informed consent forms.    

HANDLING OF STUDY DOCUMENTS 

All study related documents, case report forms (CRF’s), original informed subject 

consent forms and any data generated were kept under secure lock in the technician’s 

office for the duration of the study.  

TEST SITE: 

The test site was the mid or lower back.  The test sites were inspected prior to test 

product application to ensure that the skin was normal in appearance and free of 

irritation or other blemishes.   

METHOD(1,2): 

Test patches were applied to the lower back of each subject. The entire test was 

composed of three distinct phases: (1) Pre-testing phase (2) Induction phase and (3) 

Challenge phase. 

(1) PRE-TESTING PHASE:

After signing an informed consent form (on Day 1), the Minimal Erythema Dose (MED) of 

each subject was determined by exposing one side of the midback to a series of 

exposures (1cm diameter circular areas) in 25% increments from the xenon arc solar 

simulator, the details of which are listed below.  The subject's MED is the shortest 

exposure time that produces a minimally visible faint erythema 20 to 24 hours later. 
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(2) INDUCTION PHASE:

Approximately 40mgs. of each test material was applied to 2x2cm square skin sites over 

the lower back and covered with 2x2cm squares of non-woven cotton cloth (Webril, 

Curity) and covered with occlusive tape (Blenderm, 3M).  The patches were left in place 

for twenty-four (24) hours.  At the end of that period, the patches were then removed and 

the sites wiped off with dry gauze and exposed to three minimal erythema doses (MED's) 

from the xenon arc solar simulator.  The sites were then left open for a forty-eight (48) 

hour period, after which the subjects returned to the testing facility and the patches were 

again reapplied to the same designated test sites under an occlusive dressing as 

previously outlined.  Twenty-four (24) hours later, the patches were removed and the 

sites re-exposed to 3 MED's of solar simulated radiation.  This sequence was repeated to 

the same test sites twice weekly for a total of three weeks (total of 6 exposures).   

(3) CHALLENGE:

Eleven (11) days following the last induction dose, the subjects returned to the testing 

facility for a single challenge exposure.  The test materials were applied as previously 

specified (40mgs) in duplicate to new designated skin sites each measuring 2x2cm on 

the opposite side of the lower back, under an occlusive dressing for a period of 

approximately 24 hours.  One set of patches was then removed and any excess test 

material wiped off with dry gauze.  The sites were then irradiated with 1/2 an MED of 

solar simulated radiation (SSR) plus 4J/cm2 of UVA which was obtained by filtering the 

beam from the solar simulator to eliminate short (UVB) wavelengths (see Light Source). 

The duplicate set of patches remained unirradiated and served as control treated sites.  

EVALUATION OF SKIN REACTIONS: 

All test sites were examined for reactions at 48 and 72 hours following exposure of the 

sites to UV radiation.  Each subject reported back to the testing facility at the two time 

points to have the responses appraised by an evaluator other than the person applying 

the test products, and who was unaware of the nature of the test substances.     

Skin reactions were scored according to the following scale: 

 0  =  Not sensitized 

 1  =  Mild sensitization (viz. erythema and a little edema) 

 2  =  Moderate sensitization (erythema with infiltration, spreading reaction 
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     beyond the borders of the patch, with or without vesiculation) 

 3  =  Strong sensitization (large vesicula-bullous reaction) 

LIGHT SOURCE(3): 

This was a 150-watt compact xenon arc source equipped with UV-reflecting dichroic 

mirror and a 1mm thick Schott WG-320 filter to produce simulation of the solar spectrum 

(290nm-400nm).  A 1mm thick UG5 filter was added to remove reflected heat and 

remaining visible radiation.  Total irradiance at skin level was measured with a calibrated 

Eppley Thermopile.  The size of the irradiated field was approximately a 1-cm diameter 

circle.  UVA was obtained from this same source by passing the beam through a 1mm 

Schott WG345 filter (Schott Glass Technologies).  This provided a continuous spectrum 

between 320 and 420nm with a peak between 360-370nm.  Total irradiance at skin level 

was 217.5mW/cm2.  The UVA intensity was 112.5mW/cm2.  

ADVERSE EXPERIENCES: 

No adverse experiences or unanticipated reactions of any kind were observed or 

reported during the study. 

RESULTS: 

A total of 30 healthy, Caucasian panelists who qualified were enrolled into this study.  

There were 29 females and 1 male ranging in age from 20 to 64 years.  The demography 

is shown in Table 1.  Panelists #02, #17 and #22 failed to maintain the scheduled study 

visits and were subsequently dropped from the study for lack of compliance.  Panelists 

#11 and #13 voluntarily withdrew for personal reasons unrelated to the study.  The 

remaining 25 panelists completed this investigation, as specified in the protocol.    

No side-effects or unexpected reactions of any kind were observed.  Following the 

challenge phase, no reactions suggestive of photocontact allergy were seen in any of 

the panelists at either 48 or 72 hours post exposure.  The results of the challenge are 

summarized in the enclosed tables (Tables 2 through 5).     

CONCLUSIONS: 
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Under the presently described test conditions, the test materials labeled Green Liquid 

 and  do not possess a detectable 

photocontact-sensitizing potential in human skin.  
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TABLE 1 

DEMOGRAPHIC DATA 

Subject 
Number: 

Subject 
Initials: Age: Sex: Race: 

01  53 F C 

02  34 F C 

03  52 F C 

04  51 F C 

05 39 F C 

06 43 F C 

07  43 F C 

08 29 F C 

09 27 F C 

10  56 F C 

11  28 F C 

12  43 M C 

13 52 F C 

14  50 F C 

15  34 F C 

16  61 F C 

17  34 F C 

18  46 F C 

19  52 F C 

20  45 F C 

21  58 F C 

22  24 F C 

23 39 F C 

24  64 F C 

25  51 F C 

26  46 F C 

27  20 F C 

28  43 F C 

29  50 F C 

30  53 F C 

C = Caucasian 

TABLE 2 
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RESULTS OF PHOTOMAXIMIZATION TESTING  (48 Hour Grading) 

Sample:  Green Liquid coded  (tested as supplied) 

Subject Number: Unirradiated Control UV Irradiated 

001 0 0 

002 - - 

003 0 0 

004 0 0 

005 0 0 

006 0 0 

007 0 0 

008 0 0 

009 0 0 

010 0 0 

011 - - 

012 0 0 

013 - - 

014 0 0 

015 0 0 

016 0 0 

017 - - 

018 0 0 

019 0 0 

020 0 0 

021 0 0 

022 - - 

023 0 0 

024 0 0 

025 0 0 

026 0 0 

027 0 0 

028 0 0 

029 0 0 

030 0 0 

GRADING SCALE: 

0  =  Not sensitized 
1  =  Mild sensitization (viz. erythema and a little edema) 
2  =  Moderate sensitization (erythema with infiltration, spreading reaction 

     beyond the borders of the patch, with or without vesiculation) 
3  =  Strong sensitization (large vesiculo-bullous reaction) 

TABLE 3 
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RESULTS OF PHOTOMAXIMIZATION TESTING  (72 Hour Grading) 

Sample:  Green Liquid coded  (tested as supplied) 

Subject Number: Unirradiated Control UV Irradiated 

001 0 0 

002 - - 

003 0 0 

004 0 0 

005 0 0 

006 0 0 

007 0 0 

008 0 0 

009 0 0 

010 0 0 

011 - - 

012 0 0 

013 - - 

014 0 0 

015 0 0 

016 0 0 

017 - - 

018 0 0 

019 0 0 

020 0 0 

021 0 0 

022 - - 

023 0 0 

024 0 0 

025 0 0 

026 0 0 

027 0 0 

028 0 0 

029 0 0 

030 0 0 

GRADING SCALE: 

0  =  Not sensitized 
1  =  Mild sensitization (viz. erythema and a little edema) 
2  =  Moderate sensitization (erythema with infiltration, spreading reaction 

     beyond the borders of the patch, with or without vesiculation) 
3  =  Strong sensitization (large vesiculo-bullous reaction) 

TABLE 4 

RESULTS OF PHOTOMAXIMIZATION TESTING  (48 Hour Grading) 
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TITLE: 

An Assessment of the Photosensitization Potential of Three Topical Test Products Using 

a Human Photocontact Allergenicity Assay.   

 PROTOCOL: 

GUIDELINES FOR THE CONDUCT OF THE STUDY: 

All procedures were conducted in compliance with the regulations of the Food and Drug 

Administration (FDA) ([21 CFR 50, 56, 312) ICH-GCP Consolidated Guidelines, May 9, 

1997 Federal Register) and in accordance with  Standard Operating Procedures 

(SOP’s).   

OBJECTIVE: 

The objective of this study was to determine the photosensitization (photocontact 

allergenicity) potential of three topical cosmetic products to determine if these materials 

have a detectable photocontact allergenic potential when topically applied to human skin 

(see references #1 and #2). 

DESIGN RATIONALE: 

This was a repeat insult patch test wherein the test materials and ultraviolet radiation 

(solar simulated radiation) were administered to the same designated test sites over the 

mid or lower back area repeatedly for a total of six (6) induction exposures over a 3 

week period followed by a challenge phase after a rest period of 10 to 14 days.  The 

evaluator was blinded as to the identity of the test products.  

CONDUCTION DATES: 

This study was conducted from October 10, 2011 through November 11, 2011. 

PRINCIPAL INVESTIGATOR: 

, M.D. (Board Certified Dermatologist) 
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 ADMINISTRATIVE STRUCTURE: 

 (Receptionist/Panel Recruitment/Initial Screening) 

 (Technician/Patch Applications and Removals/UV Irradiation) 

 (Laboratory Supervisor/Expert Grader) 

 (Sr. Associate Director/Quality Assurance) 

TESTING FACILITY: 

SPONSOR: 

Submission Form dated:  October 5, 2011  

INFORMED CONSENT: 

Prior to acceptance into the study, each subject was informed by the Investigator or his 

designee of the nature and purpose of the study, possible side-effects and any other 

relevant information.  The study procedures and possible risks and discomfort were 

explained to each panelist during the interview using popular understandable language 

and terms, and the panelists were encouraged to ask questions regarding the study.  

Each interviewed panelist who qualified was then asked to sign a consent form prior to 

enrollment.  A copy of the study schedule of events, visits and dates was then given to 

the volunteer. 
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TEST MATERIALS: 

The test samples used in this study were supplied by the sponsor.  The products 

consisted of separate containers labeled ; 

 and Blend coded . One jar of each test product 

was supplied for testing purposes.  All three test products were tested as supplied viz. 

neat.  

TEST DRUG ACCOUNTABILITY: 

The test samples were received in good condition by our Quality Assurance Department. 

The test materials were checked for (1) amount (2) product number or code (3) material 

container etc.  The materials were individually listed on a special sheet signed by the 

receiver, the laboratory supervisor and the investigator (physician).  The test materials 

were stored at ambient conditions in an inaccessible location under the supervision of 

the investigator.  

DISPOSITION OF REMAINING CLINICAL SUPPLIES: 

All remaining test materials will be disposed of in accordance with established 

procedures following completion of the study and after the final written report has been 

issued to the Sponsor.  

PANEL COMPOSITION: 

Healthy, Caucasian, adult volunteers with no excess hair or other marks on their back 

that would obscure grading of the test sites were recruited for this study.  These were 

fair skin individuals with skin types I, II, or III defined as follows (Federal Register 43: 

38260, 1978): 

Type I   - Always burns easily; never tans 

Type II  - Always burns easily; tans minimally 

Type III - Burns moderately; tans gradually  

None of the subjects had a medical or dermatological illness and none were sensitive to 

sunlight or to topical preparations and/or cosmetics.   
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Inclusion Criteria: 

1. Healthy adult male and female volunteers (skin types I to III) between the ages of 

18 and 65 years. 

2. All subjects were willing to follow the study requirements and voluntarily gave 

their informed consent. 

 

Exclusion Criteria: 

1. History of sun hypersensitivity and photosensitive dermatoses. 

2. History of recurrent dermatological diseases, e.g., psoriasis, atopic eczema, 

chronic urticaria. 

3. Subjects with any significant internal diseases, e.g., cardiac, pulmonary, renal, 

hepatic, etc.  

4. History of allergy or hypersensitivity to cosmetics, toiletries, or other 

dermatological products.  

5. History of allergy or hypersensitivity to sunscreens. 

6. History of allergy or hypersensitivity to any type of tape.  

7. Scars, moles or other blemishes over the lower back, which could have interfered 

with the study. 

8.  Subjects receiving systemic or topical drugs including steroidal or non- 

steroidal anti-inflammatory drugs, or medications which could have interfered 

with the development of an inflammatory response, e.g., immunosuppressive 

agents or retinoids.  

9. Subjects receiving potentially photosensitizing medications, e.g., thiazides, 

tetracyclines, phenothiazines, etc.  

10. Pregnancy or mothers who were breastfeeding or planning a pregnancy. 

11.  Other conditions considered by the Investigator as sound reasons for 

disqualification from enrollment into the study. 

 

SUBJECT ASSIGNMENT: 

Volunteer subjects were screened and selected as described above and assigned a 

study number.  The initials of each subject accepted into the study were recorded 

sequentially as they were enrolled.  
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RECORDING OF DATA: 

The case report forms (CRF’s) for this study were provided by the Investigator.  All case 

report forms were completed in actual time, during each subject’s visit.  All scores were 

recorded on the Case Report Forms.  Copies of the CRF’s will be retained by the 

investigator along with the original signed informed consent forms.    

 

HANDLING OF STUDY DOCUMENTS 

All study related documents, case report forms (CRF’s), original informed subject 

consent forms and any data generated were kept under secure lock in the technician’s 

office for the duration of the study.  

 

TEST SITE: 

The test site was the mid or lower back.  The test sites were inspected prior to test 

product application to ensure that the skin was normal in appearance and free of 

irritation or other blemishes.   

 

METHOD(1,2): 

Test patches were applied to the lower back of each subject. The entire test was 

composed of three distinct phases: (1) Pre-testing phase (2) Induction phase and (3) 

Challenge phase. 

 

(1) PRE-TESTING PHASE: 

After signing an informed consent form (on Day 1), the Minimal Erythema Dose (MED) of 

each subject was determined by exposing one side of the midback to a series of 

exposures (1cm diameter circular areas) in 25% increments from the xenon arc solar 

simulator, the details of which are listed below.  The subject's MED is the shortest 

exposure time that produces a minimally visible faint erythema 20 to 24 hours later. 

 

(2) INDUCTION PHASE: 

Approximately 40mgs. of each test material was applied to 2x2cm square skin sites over 

the lower back and covered with 2x2cm squares of non-woven cotton cloth (Webril, 

Curity) and covered with occlusive tape (Blenderm, 3M).  The patches were left in place 

for twenty-four (24) hours.  At the end of that period, the patches were then removed and 
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the sites wiped off with dry gauze and exposed to two minimal erythema doses (MED's) 

from the xenon arc solar simulator.  The sites were then left open for a forty-eight (48) 

hour period, after which the subjects returned to the testing facility and the patches were 

again reapplied to the same designated test sites under dressings as previously outlined 

above.  Twenty-four (24) hours later, the patches were removed and the sites re-exposed 

to 2 MED's of solar simulated radiation.  This sequence was repeated to the same test 

sites twice weekly for a total of three weeks (total of 6 exposures).   

 

(3) CHALLENGE: 

Ten (10) days following the last induction dose, the subjects returned to the testing 

facility for a single challenge exposure.  The test materials were applied as previously 

specified (40mgs) in duplicate to new designated skin sites each measuring 2x2cm on 

the opposite side of the lower back, under dressings, as previously described, for a 

period of approximately 24 hours.  One set of patches was then removed and any 

excess test material wiped off with dry gauze.  The sites were then irradiated with 1/2 an 

MED of solar simulated radiation (SSR) plus 4J/cm2 of UVA which was obtained by 

filtering the beam from the solar simulator to eliminate short (UVB) wavelengths (see 

Light Source).  The duplicate set of patches remained unirradiated and served as control 

treated sites.   

 
EVALUATION OF SKIN REACTIONS: 

All test sites were examined for reactions at 48 and 72 hours following exposure of the 

sites to UV radiation.  Each subject reported back to the testing facility at the two time 

points to have the responses appraised by an evaluator other than the person applying 

the test products, and who was unaware of the nature of the test substances.               

 

Skin reactions were scored according to the following scale: 

 0  =  Not sensitized 

 1  =  Mild sensitization (viz. erythema and a little edema) 

 2  =  Moderate sensitization (erythema with infiltration, spreading reaction 

             beyond the borders of the patch, with or without vesiculation) 

 3  =  Strong sensitization (large vesicula-bullous reaction) 
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LIGHT SOURCE(3): 

This was a 150-watt compact xenon arc source equipped with UV-reflecting dichroic 

mirror and a 1mm thick Schott WG-320 filter to produce simulation of the solar spectrum 

(290nm-400nm).  A 1mm thick UG5 filter was added to remove reflected heat and 

remaining visible radiation.  Total irradiance at skin level was measured with a calibrated 

Eppley Thermopile.  The size of the irradiated field was approximately a 1-cm diameter 

circle.  UVA was obtained from this same source by passing the beam through a 1mm 

Schott WG345 filter (Schott Glass Technologies).  This provided a continuous spectrum 

between 320 and 420nm with a peak between 360-370nm.  Total irradiance at skin level 

was 210mW/cm2.  The UVA intensity was 75mW/cm2.  

 

ADVERSE EXPERIENCES: 

No adverse experiences or unanticipated reactions of any kind were observed or 

reported during the study. 

 

RESULTS: 

A total of 28 healthy, Caucasian volunteers who qualified were enrolled into this study.  

There were 25 females and 3 males ranging in age from 20 to 64 years.  One subject #06 

(initials K-J, a female) failed to maintain the scheduled study visits and was lost to follow-

up.  She was subsequently dropped from the study for non-compliance.  The remaining 27 

volunteers completed this investigation, as specified in the protocol.   The demography is 

shown in Table 1.   

 
No side-effects or unexpected reactions of any kind were observed.  Following the 

challenge phase, no reactions suggestive of photocontact allergy were seen in any of 

the panelists at either 48 or 72 hours post exposure.  The results of the challenge are 

summarized in the enclosed tables (Tables 2 through 7).      

 

CONCLUSIONS: 

Under the presently described test conditions, the test materials labeled  

,  and Blend  do not 

possess a detectable photocontact-sensitizing potential in human skin.  

 

Distributed for Comment Only -- Do Not Cite or Quote



  Photocontact Allergenicity Assay 
 
 
 

Page 8  

 

REFERENCES 

 

(1)   Kaidbey, KH and Kligman AM:  Photomaximization test for identifying 

              photoallergic contact sensitizers. Contact Dermatitis, 6: 161-169, 1980. 

 

(2)   Kaidbey, KH and Kligman AM:  Identification of contact photosensitizers by 

             human assay.  In "Current concepts in cutaneous toxicity, edited by 

             V.A. Drill and P. Lazar.  Academic Press Inc., pp. 55-68, 1980 

 

(3)   Berger DS:  Specification and design of solar ultraviolet simulators. 

            J.Invest.Dermtol. 53: 192-199, 1969. 

Distributed for Comment Only -- Do Not Cite or Quote



Photocontact Allergenicity Assay 

Page 9 

TABLE 1 

DEMOGRAPHIC DATA 

Subject 
Number: 

Subject 
Initials: Age: Sex: Race: 

01 56 F C 

02 29 F C 

03 21 F C 

04 35 M C 

05 37 F C 

06 35 F C 

07 58 F C 

08 63 F C 

09 23 M C 

10 21 F C 

11 41 F C 

12 35 F C 

13 24 F C 

14 20 F C 

15 22 F C 

16 20 F C 

17 62 F C 

18 45 F C 

19 40 F C 

20 37 F C 

21 42 F C 

22 64 F C 

23 42 F C 

24 54 F C 

25 53 F C 

26 55 M C 

27 46 F C 

28 40 F C 

C = Caucasian 
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TABLE 6 

RESULTS OF PHOTOMAXIMIZATION TESTING  (48 Hour Grading) 

Sample:   Blend coded   (tested as supplied) 

Subject Number: Unirradiated Control UV Irradiated 

001 0 0 

002 0 0 

003 0 0 

004 0 0 

005 0 0 

006 - - 

007 0 0 

008 0 0 

009 0 0 

010 0 0 

011 0 0 

012 0 0 

013 0 0 

014 0 0 

015 0 0 

016 0 0 

017 0 0 

018 0 0 

019 0 0 

020 0 0 

021 0 0 

022 0 0 

023 0 0 

024 0 0 

025 0 0 

026 0 0 

027 0 0 

028 0 0 

GRADING SCALE: 

0  =  Not sensitized 
1  =  Mild sensitization (viz. erythema and a little edema) 
2  =  Moderate sensitization (erythema with infiltration, spreading reaction 

     beyond the borders of the patch, with or without vesiculation) 
3  =  Strong sensitization (large vesiculo-bullous reaction) 
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TABLE 7 
 

RESULTS OF PHOTOMAXIMIZATION TESTING  (72 Hour Grading) 
 

Sample:  Blend coded  (tested as supplied)  
 

Subject Number: Unirradiated Control UV Irradiated 

001 0 0 

002 0 0 

003 0 0 

004 0 0 

005 0 0 

006 - - 

007 0 0 

008 0 0 

009 0 0 

010 0 0 

011 0 0 

012 0 0 

013 0 0 

014 0 0 

015 0 0 

016 0 0 

017 0 0 

018 0 0 

019 0 0 

020 0 0 

021 0 0 

022 0 0 

023 0 0 

024 0 0 

025 0 0 

026 0 0 

027 0 0 

028 0 0 

 
 
GRADING SCALE: 
 
0  =  Not sensitized 
1  =  Mild sensitization (viz. erythema and a little edema) 
2  =  Moderate sensitization (erythema with infiltration, spreading reaction 
            beyond the borders of the patch, with or without vesiculation) 
3  =  Strong sensitization (large vesiculo-bullous reaction) 
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contains 0.0005% Olea Europea (Olive) 
Fruit Extract

test material
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test material contains 0.025% Olea Europaea (Olive) Seed 
Powder
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Memorandum 

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

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

DATE: August 17, 2022 

SUBJECT: Olea Europaea (Olive) Leaf Extract and Olea Europaea (Olive) Seed Powder 

Anonymous.  2010.  Verification of the absence of sensitizing potential and of the good 
cutaneous compatibility of a cosmetic investigational product, by repeated 
epicutaneous applications under occlusive patch, in 110 (or 109) healthy adult 
subjects (product contains 0.3% Olea Europaea (Olive) Leaf Extract). 

Anonymous.  2007.  Human repeat insult patch test with challenge (product contains 25% Olea 
Europaea (Olive) Seed Powder). 
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SUMMARY

One investigational product, Formula No. 765005 07, was evaluated as an aqueous solution to 

determine if the application of the investigational product, Formula No. 765005 07, did not cause a 

delayed contact allergic response in normal volunteers using a semi-occlusive human repeat insult 

patch test.  Fifty-four (54) subjects completed the study. 

Under the conditions employed in this study, there was no evidence of sensitization or significant

irritation to Formula No. 765005 07. 
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1 INTRODUCTION 

The test consists in the repeated dermal application of the investigational product to human volunteer 
subjects under conditions which exaggerate the normal conditions of product use. 

2 STUDY OBJECTIVE 

The main objective of this study was to confirm that the application of a cosmetic product to 
volunteer subjects under maximized conditions according to the “modified Marzulli and Maibach” 
method did not cause a delayed contact allergic response.

Secondarily, skin compatibility of certain products may have been evaluated during the induction 
phase.

3 STUDY DESIGN 

3.1 OVERALL STUDY DESIGN 

This was a single center, within-subject comparison study of the investigational product.  All 
subjects had sites designated for the investigational product on the infrascapular area of the back for 
the purpose of determining sensitization potential.

During the induction phase of the study, the study products were applied to 1 side of the 
infrascapular area of the back.  Evaluation of dermal reactions at the application sites was assessed 
clinically using a visual scale that rated the degree of erythema, edema, and other signs of cutaneous 
irritation.  A total of 9 applications were made during the induction phase. 

Following induction, subjects had a 2-week rest phase, after which they entered the challenge phase 
that consisted of one 48-hour patch application to the original site and a naive site on the opposite 
side of the back. Observations at the naive site during challenge and the patterns of reactivity during 
the induction period provided a basis for an interpretation of contact allergic response. 

If a cutaneous response observed in the challenge phase indicated possible sensitization, or at the 
discretion of the dermatologist investigator, a rechallenge was performed.  In such cases, a narrative 
description of reactions in the challenge and rechallenge phases were reported together with the 
opinion of the dermatologist investigator as to whether such reactions were felt to be indicative of 
contact allergic response. 

A total of 10 patch applications were made over a period of 6 weeks. 

3.2 DISCUSSION OF DESIGN

This study design is based on the Modified Draize procedure (Marzulli & Maibach 1974), and is 
accepted standard methodology used for assessment of skin sensitization [2, 3]. 

Substances that come into contact with human skin need to be evaluated for their propensity to 
irritate and/or sensitize.  Once an appropriate pre-clinical safety evaluation has been performed, a 
reproducible, standardized, quantitative patch evaluation procedure must be used to demonstrate that 
a particular investigational product can be applied safely to human skin without significant risk of 
adverse reactions [4]. 
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Repeated insult patch test (RIPT) evaluation is a predictive patch study that can detect weak 
sensitizers that require multiple applications to induce a cell-mediated (Type IV) immune response 
sufficient to cause an allergic reaction. Irritant reactions may also be detected using this evaluation 
method, although this is not the primary purpose of this procedure. 

3.3 STUDY PROCEDURES

3.3.1 Screening / Day 1 

At screening, the subjects were informed of the study procedures and the informed consent of each 
volunteer was obtained.  Background information, including the date of birth, gender, and race, and a 
medical history for each subject was reviewed and recorded at screening.  Eligibility was determined 
by review of the inclusion/non-inclusion criteria.  If the subject fulfilled all the inclusion and none of 
the non-inclusion criteria, he/she was allowed to participate in the study, and received a unique 
enrollment number in order to preserve the subject’s confidentiality.  Qualified subjects were given 
oral and written instructions as follows:

When bathing, avoid getting the patches and the application areas wet by taking a low tub 
bath or shower the front of your body only.
No swimming is permitted during the study.   
You must notify staff if patches come off. 
Do not engage in activities (especially sports) that cause excessive sweating. 
Throughout the entire study, and for 2 weeks after study completion, avoid exposure to the 
sun or tanning beds.
Avoid excessive scrubbing around patch area, which may cause irritation and may remove 
patch site markings. 
Do not apply any products in or around the patch area (including sunscreens).  You must 
notify the staff if you do. 
Inform the staff of any vaccinations and/or use of medications during the study. 
Notify the staff if anything unusual occurs at any time during the study or within 2 weeks of 
completing the study.  Please bear in mind that if TKL discontinues your participation in this 
study due to an adverse experience or severe reaction, you will be paid for your participation. 
Please inform us if you experience any discomfort beyond mild itching.  Contact us as soon 
as possible at (201)587-0505. 
During the entire study, including rest week, we ask that you not participate in any other 
patch or photopatch study with any research company. 
Do not participate in a similar study within 3 months of completing this study. 

3.3.2 Induction 

The induction phase consisted of a series of 9 consecutive applications of the investigational product 
and subsequent evaluations of the application sites.  Patches were applied on Mondays, Wednesdays, 
and Fridays for 3 consecutive weeks.  The subjects returned to the facility at 48-hour intervals to 
have the patches removed.  Using a tissue, the dermatologist investigator-trained evaluator removed 
any remaining excess investigational product to avoid transference of products between sites.  The 
sites were evaluated 15 to 30 minutes after patch removal by a dermatologist investigator-trained 
evaluator using the scoring system detailed in Table 3.1 in Appendix I.  Scores were entered into the 
data sheets by the evaluator.  Identical patches were then applied to the same sites.  Patches applied 
on a Friday remained in place for 72 hours until Monday. 
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3.3.3 Rest Period 

During the 2-week rest period, subjects did not receive any application of investigational products.

3.3.4 Challenge 

At challenge, subjects who completed the induction phase and the rest period had identical patches 
applied to the original sites and to naive sites.  Patches remained in place for 48 hours.  The sites 
were graded at least 30 minutes as well as 48 hours following patch removal (ie, 48 and 96 hours 
after patch application) using the procedures described above for the induction phase.

3.3.5 Rechallenge 

At the discretion of the dermatologist investigator and after discussion with the sponsor, a subject 
may have been rechallenged to the investigational product in the event of a doubtful reaction during 
the challenge phase.  Rechallenge patches would be applied as soon as challenge reactions had 
resolved.  The investigational product would be applied to naive sites on the back for 48 hours and 
graded at 48, 72 and 96 hours after application and if necessary, every day until resolution. 

A similar or more severe response observed at rechallenge would have been considered indicative of 
a sensitization reaction.  At the dermatologist investigator’s discretion, further follow-up or retesting 
may have been necessary to confirm an interpretation of the finding. 

3.3.6 Study Flow Chart 

Week 1
1 Obtain informed consent, review completed medical screening form, apply patches 
3 Staff removes patches, grades, applies patches 
5 Staff removes patches, grades, applies patches 

Week 2
1 Staff removes patches, grades, applies patches 
3 Staff removes patches, grades, applies patches 
5 Staff removes patches, grades, applies patches 

Week 3
1-7 Same as Week 2 

Week 4
1  Staff removes patches, grades  
2-7 Begin rest period 

Week 5
1-7 Rest period 

Week 6
1 Staff applies patches 
3 Staff removes patches, grades 
5 Staff grades 
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3.4 SELECTION OF SUBJECTS

A sufficient number of subjects were enrolled in order to provide 50 completed subjects evaluable 
for analysis; an individual subject was allowed to participate in the study 1 time only.   

To be considered a completed case, a subject must have had 9 applications of the investigational 
product and 9 subsequent readings during induction and 1 application followed by 2 subsequent 
readings during challenge.  Only completed cases were used to assess sensitization. 

3.4.1 Inclusion Criteria 

Subjects included in the study were those who: 

1. were healthy males or females, 18 to 65 years of age (no more than 10% ages 60-65), with a 
permanent address; 

2. were able to give written consent 

3. were informed of the test procedures, were capable of reading the documents presented to 
them, and were capable of understanding them in the language used, 

4. were subjects who benefited from social security or medical insurance (according to the 
legislation in force in the country where the test takes place), 

5. were subjects selected according to the procedures established by the Investigating 
Laboratory.  These criteria will be evaluated using the questionnaires recorded in the 
Investigator’s CRF. 

3.4.2 Non-inclusion Criteria 

Subjects excluded from the study were those who: 

1. refused to undertake to refrain from participating simultaneously in other bio-medical 
studies,

2. did not comply with the non-inclusion period stipulated at the time of their participation in 
the previous test, 

3. had been deprived of their freedom by a legal or administrative decision, or people 
undergoing an emergency medical treatment (article L 209-5 French Law), 

4. were minors or subjects protected by law, as well as those admitted into a health, social or 
mental institution (article L 209-6 French law), 

5. refused to give their agreement by not signing the informed consent declaration, 

6. had an organ removed (kidney, lung, spleen, hepatic lobe etc), a transplant, or suffered from 
a  cranial trauma with after-effects; 
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7. pregnant or nursing women, or those who have not taken contraceptive precautions, 

8. presented a condition which is considered unacceptable for the study: such as skin marks at 
the test site that may interfere with the evaluation of the skin reactions (pigmentation 
problems, scarring, excessive hair growth, excessive numbers of freckles and moles, sunburn 
etc), an immune deficiency, a previous history of contact allergies, immediate allergic 
reactions currently under treatment (asthma, periodic spasmodic rhinitis, conjunctivitis etc), a 
fever lasting for more than 24 hours, in the 8 days preceding the product application, 

9. had undergone long-term treatment or who were currently undergoing long-term treatment 
involving insulin, antihistamines, corticoids, beta-blockers (including eye drops), antibiotics, 
immunosuppressive drugs (cyclosporine) and/or in a period of de-sensitisation, 

10. had treatment with vitamin A or its derivatives less than 3 months before the beginning of the 
study,

11. had been vaccinated in the 3 weeks prior to the study or intend to be vaccinated during the 
study,

12. had been presenting cutaneous hyperactivity or skin disorder, 

13. had strong reactions to sticking plaster to patches,  

14. had been exposed to natural sunshine or UV lamp on the test area, during the month 
preceding the study, 

15. showed a disorder due to excessive alcohol or drug use. 

3.4.3 Informed Consent 

A properly executed informed consent document in compliance with FDA regulations (21 CFR 
Part 50) and the Helsinki Declaration (1964) and subsequent amendments [5] was obtained from 
each subject prior to entering the study.  Each subject dated and signed an informed consent 
document, which was witnessed and dated and signed by the dermatologist investigator’s designee.  
The signed informed consent document is maintained in the study file.  In addition, the subject was 
provided with a copy of the informed consent document (see Appendix III). 

3.4.4 Interruption or Discontinuation of Treatment 

In accordance with legal requirements and ICH-GCP guidelines, every subject or his/her legal 
representative had the right to refuse further participation in the study at any time and without 
providing reasons.  A subject's participation was terminated immediately upon his/her request.  The 
dermatologist investigator or designee was to seek to obtain and record the reason.

The termination of an individual's participation was to be considered in the case of a serious adverse 
event (SAE).  If the subject, during the course of the study, developed a condition(s) which would 
have prevented his/her entry into the study according to the safety-related medical non-inclusion 
criteria, he/she was to be withdrawn immediately.
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The subject may have been withdrawn from the study at any time at the discretion of the 
dermatologist investigator for medical reasons and/or due to non-adherence to the treatment scheme 
and other duties stipulated in the study protocol.  The reasons were to be fully documented on the 
CRF.

An erythema score of 2 or more to a study product (see Table 3.1 in Appendix I for interpretation of 
scores) observed at the first or second reading of the induction phase would have indicated the 
subject was most likely pre-sensitized and application of the product in question would have been 
discontinued.  If this reaction was observed in subsequent readings, this would have necessitated a 
change in patch location to an adjacent site, and potentially patch conditions, for the remaining 
applications in the induction phase.  In the case of an allergic reaction, the product would not be 
applied and the decision to reapply would be discussed with the sponsor. 

Withdrawals  

The following medical and other reasons justified a premature termination (by subject or 
dermatologist investigator) of any of the study products: 

withdrawal of informed consent, 

serious adverse events, 

allergic reactions to the investigational products, 

subject’s request, 

occurrence of one of the safety criteria for non-inclusion after treatment had been instituted, 

the patches became dislodged or were misplaced such that continuous contact with the skin 
had been interrupted, 

subject was lost to follow-up, and/or 

dermatologist investigator’s judgment. 

If a subject withdrew from the study, all efforts were made to complete a final evaluation, if 
possible.  Subjects discontinued for having experienced an adverse event (AE) were followed until 
the AE was resolved, a reasonable explanation was provided for the event, or the subject was 
referred to his/her own primary medical doctor (PMD).  The specific AE in question was recorded 
on the appropriate CRF. 

3.5 INVESTIGATIONAL PRODUCT (IP)

3.5.1 Investigational Product Specifications 

IP Category  : Masque    
Formula No.  :  765005 07 
Batch No.  : 07-5806 du 29-05-2007 
Description  : White and Beige Powder 
Amount Applied :  20 µL 
Patch Type  : Semi-occlusive 
Evaporation  : No 
Dilution  : Yes (Mix 5 g of masque 765005 07 with 14 mL of water) 
Special Instructions : No 
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3.5.2 Description of Patch Conditions  

Products evaluated under semi-occlusive patch conditions are applied under a 1 cm x 1 cm Webril 
patch.  An amount of investigational product sufficient to cover the patch (usually 20 µL or mg) is 
applied.  Liquids are applied to the patch using an Eppendorf single channel adjustable pipette set at 
the appropriate amount to be applied to the patch, usually 20 µL.  Creams, semi-solids, and solids 
are weighed by applying product to a patch that has been pre-weighed on a pre-calibrated weight 
balance.  The product and patch are then weighed on the pre-calibrated weight balance to determine 
the appropriate amount of product, usually 20 mg.  The weighed patch is used as a visual guide to 
prepare patches.

The patches were affixed with Micropore to the test sites on either the left or right side of the 
infrascapular area of the subject’s back.  The choice of left or right side was made by the clinical 
staff based on a visual inspection of skin clarity.  A blank patch served as a negative control. 

3.5.3 Storage, Handling, and Documentation of the Investigational Product 

Receipt of the investigational product used in this study was documented in a general log book 
which serves as a permanent record of the receipt, storage, and disposition of all investigational 
products received by TKL Research, Inc.  On the basis of information provided by the sponsor, the 
investigational product was considered reasonably safe for evaluation on human subjects.  The 
investigational product was kept in locked product storage rooms at the TKL clinical site at 4 Forest 
Avenue, Paramus NJ 07652 and during the study at the TKL clinical test sites at 1 Palmer Terrace, 
Carlstadt NJ 07072, which were accessible to clinical staff members only.  The investigational 
product was destroyed upon acceptance of the final report and a sample was retained for a period of 
6 months. 

3.5.4 Treatment Compliance 

All patches were applied and removed by clinical study staff.  Whereas bathing was allowed 
(low tub bath/frontal showers), the patched area was not to be soaked and was to be kept as dry as 
possible, per the instructions given to each subject (see Section 3.3.1).  A dermatologist investigator 
-trained, experienced evaluator assessed study compliance. Records of patch applications and visit 
schedule compliance were recorded on the subjects’ CRFs. 

3.6 SAFETY EVALUATIONS

3.6.1 Local Tolerability Assessments 

Assessment of the patch sites was performed 9 times during the induction phase, 2 times following 
challenge and, if applicable, 3 times following rechallenge.  The examination of the treated sites was 
carried out under an artificial type D65 North daylight illuminator.  The scores outlined in Table 3.1, 
Appendix I were used to express the response observed at the time of examination. Allergy was 
evaluated according to the International Contact Dermatitis Research Group [6]. 

3.6.2 Adverse Events 

An adverse event is defined as an occurrence of a new symptom(s) of a medical nature during use of 
the investigational product whether or not considered related to the investigational product, eg, 
headache, influenza, broken bones, fever, nausea.  A serious adverse event is defined as death, a life 
threatening adverse experience, inpatient hospitalization, a persistent or significant 
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disability/incapability, or a congenital anomaly/birth defect.  Serious adverse events were to be 
reported to the sponsor within 24 hours of the investigative personnel’s knowledge of the event.  All 
AEs, whether observed by the clinical staff or by the subject, and whether or not thought to be study-
related, were to be recorded on an Adverse Event form.  Assessment of severity and causality will be 
based on definitions found on the AE form.  Pregnancy, although not itself an adverse event, was 
also to be reported on an adverse event form. 

Expected Adverse Events 

Any observed response that was denoted using the irritation criteria summarized in Table 3.1 was 
not considered an AE.  Likewise, any tape-related irritation was not noted as an AE. 

3.7 QUALITY CONTROL

The Quality Control Unit of the Dermatological Safety Department conducted a 100% review of all 
study-related documents.  The protocol was reviewed prior to the start of the study, the medical 
screening forms and informed consent documents were reviewed in-process of the study, and the 
regulatory binder was reviewed post-study

3.8 QUALITY ASSURANCE

The TKL Corporate Quality Assurance Unit conducted a systematic and independent examination of 
study-related documents to determine whether the evaluated study-related activities were conducted, 
and the data were recorded, analyzed, and accurately reported according to the protocol, standard 
operating procedures (SOPs), and good clinical practice (GCP), and the appropriate regulatory 
requirements.  

4 DATA MANAGEMENT 

4.1 DOCUMENTATION

Case report forms were designed by TKL Research, Inc. to identify each subject by subject entry 
number and, where appropriate, the subject's initials. Originals or copies of all CRFs, source 
documents, correspondence, and study reports, etc. will be kept on hard-copy file by TKL 
Research, Inc. for a minimum of 10 years from completion of the study.  Archive destruction will be 
done only by a formal signed written agreement from the sponsor.  Storage is maintained at either 
the TKL Research, Inc. site facility at 4 Forest Avenue, Paramus, NJ 07652, in a secured room 
accessible only to TKL employees, or at an offsite location that provides a secure environment with 
burglar/fire alarm systems, camera detection, and controlled temperature and humidity.  The 
dermatologist investigator/institution permit study-related monitoring, audits, IRB/IEC review, and 
regulatory inspection, and provide direct access to source data/documents on the premises of TKL 
Research, or at a secure location off-site.

4.2 DATABASE MANAGEMENT AND QUALITY CONTROL

Data were double-keyed and validated using ClinPlus (DZS Software Solutions), which directly 
generated SAS® data sets. After resolution of double-key discrepancies and a combination of manual 
and automated data review procedures, the final data sets were subject to a quality assurance (QA) 
audit.  SAS® programs for data analysis and presentation were applied to secure validated data sets. 
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5 INTERPRETATION OF THE RESULTS 

5.1 SAMPLE SIZE 

With a sample size of 50, in the absence of any sensitization reactions, a 95% upper confidence 
bound on the population rate of sensitization would be 4.9% [7]. 

5.2 POPULATIONS

All subjects who were treated were evaluable for adverse events.  The evaluation of sensitization 
was based on all subjects who completed the challenge phase of the study.

5.3 CRITERIA OF EVALUATION OF SKIN COMPATIBILITY

Skin compatibility was evaluated from the skin reactions observed (number, intensity, frequency) 
and compared with that established for the chosen investigational product as a reference with the 
untreated control site.  The analysis of skin compatibility include all subjects in the test, however 
many times they were evaluated during the induction phase. 

5.4 DERMAL SENSITIZATION POTENTIAL

The determination of dermal sensitization potential was based on specific scoring criteria derived 
from observations in the challenge phase of the study, and confirmed in the rechallenge phase, if 
necessary.

The recurrence of a cutaneous response at rechallenge equivalent to or more severe than that 
observed at challenge was considered indicative of a sensitization reaction.  The observation of such 
a response in even a single subject suggested that the study product may have the potential to cause 
hypersensitivity.

For all subjects who entered rechallenge, a narrative description of reactions in the challenge and 
rechallenge phases was to be provided together with the opinion of the dermatologist investigator as 
to whether such reactions were felt to be indicative of contact allergic response. 

6 RESULTS 

Summary data tables are provided in Appendix I of this report. Supportive listings are provided in 
Appendix II. 

6.1 SUBJECTS EVALUATED

6.1.1 Subject Disposition 

Subject disposition is shown in Table 1 and summarized in Text Table 6-1; these data are supported 
by Data Listing 1.
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Text Table 6-1  Subject Disposition 

Number of subjects enrolled       58 

Number of subjects treated       58 

Number of subjects discontinued        4 

Voluntarily withdrew consent   1 

Lost to follow-up   1 

Adverse events  
(pneumonia)  

  1 

Other reasons  
(inadvertently enrolled) 

  1 

Number of subjects completed     54 

Source: Appendix I, Table 1 

6.1.2 Protocol Deviations 

The following protocol deviation occurred: 12 (21%) subjects were between the ages of 60 to 65 
years, a deviation from not more than 10%. This deviation did not affect the validity of the study. 

6.1.3 Baseline Demographic and Background Characteristics 

All subjects met the inclusion and non-inclusion criteria.  Demographic information is summarized 
in Table 2, these data are supported by Data Listing 2.  The study population was comprised of 
49 (84.5%) females and 9 (15.5%) males, of whom 32 (55%) were Caucasian, 25 (43%) were 
Hispanic, and 1 (2%) was Asian.  Subject ages ranged from 18 to 65 years; the mean was 48 years. 

6.2 SAFETY RESULTS

6.2.1 Induction and Challenge Responses 

Fifty-four (54) subjects completed the induction phase and were included in determining the 
presence of significant irritation.  Fifty-four subjects completed the challenge phase of the study and 
were included in the sensitization analysis.  There was no requirement for a rechallenge phase to be 
conducted.  A summary of the repeated insult patch test responses during the induction and 
challenge phases of the study is provided in Table 3, Appendix I, a by-subject listing of the 
sensitization response data is provided in Data Listing 3, Appendix II. 

6.2.2 Overall Experience of Adverse Events 

One serious adverse event occurred that was not product related: Subject 29 was admitted to the 
hospital with pneumonia.  See Data Listing 4, Appendix I.  

7 CONCLUSIONS 

Under the conditions employed in this study, there was no evidence of sensitization or significant
irritation to Formula No. 765005 07. 
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APPENDIX I 

SUMMARY TABLES  
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                                 TKL STUDY NO. DS105707 
                 TABLE 1: SUMMARY OF SUBJECT ENROLLMENT AND DISPOSITION 

========================================================================================== 

                                                        n  (%) 

                 Subjects enrolled                     58 

                 Subjects completed induction phase    54 ( 93.1) 
                 Subjects completed all phases         54 ( 93.1) 

                 Total subjects discontinued            4 (  6.9) 
                     Lost to follow-up                  1 (  1.7) 
                     Voluntary withdrawal               1 (  1.7) 
                     Adverse events                     1 (  1.7) 
                     Other reasons                      1 (  1.7) 

========================================================================================== 

Note: All percentages are relative to total subjects enrolled 

See Data Listing 1 for further detail 

Program: DISPSMY.SAS/USES: FINAL/21SEP07:09:19:52 
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                                 TKL STUDY NO. DS105707 
                        TABLE 2: SUMMARY OF SUBJECT DEMOGRAPHICS 
                                  ALL ENROLLED SUBJECTS 

========================================================================================== 

                   Age 

                       n (%) 18 to 44                  21 ( 36.2) 
                       n (%) 45 to 59                  25 ( 43.1) 
                       n (%) 60 to 65                  12 ( 20.7) 

                       Mean (SD)                      48.4 (13.1) 
                       Median                         49.7 
                       Range                          18.4 to 65.3 

                   Gender 

                       n (%) Male                       9 ( 15.5) 
                       n (%) Female                    49 ( 84.5) 

                   Race 

                       n (%) Asian                      1 (  1.7) 
                       n (%) Caucasian                 32 ( 55.2) 
                       n (%) Hispanic                  25 ( 43.1) 

========================================================================================== 

See Data Listing 2 for further detail 

Program: DEMOSMY1.SAS/USES: DEMOGS/21SEP07:09:19:54 
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                                     L'OREAL FRANCE 
                                 TKL STUDY NO. DS105707 
                    TABLE 3: SUMMARY OF DERMATOLOGIC RESPONSE GRADES 
                             NUMBER OF SUBJECTS BY PRODUCT 

                              PRODUCT= 765005 07 DT023946 

                                                                       Challenge Phase 
                   -------------Induction Reading-------------   Make- -48h--  -96h-- 
Response (EAM)       1    2    3    4    5    6    7    8    9   Up     L   R   L   R 
========================================================================================== 

   00               58   56   55   55   55   54   54   54   54    0     54  54  54  54 
   10                0    0    1    0    0    0    0    0    0    0      0   0   0   0 

Total evaluable     58   56   56   55   55   54   54   54   54    0     54  54  54  54 

Number absent        0    0    0    0    0    0    0    0    0           0   0   0   0 

Number discontinued  0    2    2    3    3    4    4    4    4           4   4   4   4 

                       MAXIMUM ELICITED RESPONSE DURING INDUCTION 
                        ALL SUBJECTS COMPLETING INDUCTION (N= 54) 

                          Response             n(%) Subjects 

                             00                 53 ( 98.1%) 
                             10                  1 (  1.9%) 

========================================================================================== 

See Table 3.1 for key to symbols and scores 

Program: SUMMARY4.SAS/Uses: LRESPONS, PRODLIST, FINAL/21SEP07:09:20:02 
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                                 TKL STUDY NO. DS105707 
                           TABLE 3.1: KEY TO SYMBOLS AND SCORES                            

========================================================================================== 

                                  ERYTHEMA RESULTS (E)                                     

               Score       Response                                                        

                 0          No visible erythema                                            
                +/-         Doubtful erythema                                              
                 1          Mild erythema (faint pink)                                     
                 2          Moderate erythema (well defined)                               
                 3          Severe erythema                                                
                 4          Caustic erythema - erosive aspect and/or necrotic aspect       

                                 ALLERGIC RESULTS (A)                                      

      Score    Description of Reaction                                                     

         0      No reaction                                                                
         1      Weak positive reaction: erythema, infiltration, possibly papules           
         2      Strong positive reaction: erythema, vesicles, papules, infiltration        
         3      Extreme positive reaction: intense erythema, infiltration, vesicles        
                  may coalesce to form a blister                                           

                                ADDITIONAL COMMENTS (M)                                    

              Symbol       Response                                                        

                E        - Edema from 0 to 3                                               
                P        - Papules                                                         
                V        - Vesicles                                                        
                B        - Bullae                                                          
                S        - Spreading of reaction beyond the patch area                     
                Pe       - Petichiae                                                       
                SV       - Soap effect                                                     
                F        - Fissuring                                                       
                D        - Desquamation                                                    
                Dr       - Dryness                                                         
                C        - Skin coloration - hyperpigmentation                             
                H        - Hypopigmentation                                                
                Fr       - Follicular reaction                                             
                NA       - Not applied                                                     
                T        = Tape reaction                                                   
                *        = Additional free comments                                        
                N9G      = No ninth grading  
                Cr       = Exudation and/or surface encrustation                           
                X        = Succeeding patch not applied and succeeding grade (in brackets) 
                           denotes a residual reaction                                     
                --       = Subject absent                                                  

========================================================================================== 
Program: SUMMARY4A.SAS/Uses: N/A/' DT DATETIME.                                            
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APPENDIX II 

DATA LISTINGS 
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                                 TKL STUDY NO. DS105707 
                   DATA LISTING 1: SUBJECT ENROLLMENT AND DISPOSITION 
                                       Page 1 of 2            
 
Subject ------------------ Study Dates --------------------   Last     Completion  Days on 
 No.    Screened     1st Applic   Chall Applic   Ended       Reading #   Status    Study 
========================================================================================== 
 
   1    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
   2    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
   3    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
   4    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
   5    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
   6    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
   7    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
   8    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
   9    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  10    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  11    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  12    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  13    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  14    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  15    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  16    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  17    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  18    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  19    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  20    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  21    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  22    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  23    08/06/07     08/06/07                   08/15/07      I3          L         10 
  24    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  25    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  26    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  27    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  28    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  29    08/06/07     08/06/07                   08/20/07      I5          AE        15 
  30    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  31    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  32    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  33    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  34    08/06/07     08/06/07                   08/08/07      I1          O          3 
  35    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  36    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  37    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  38    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  39    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
 
 
========================================================================================== 
 
Key: Last Reading # (I=Induction Phase, C=Challenge Phase) 
     Completion Status (C=Completed, L=Lost to follow-up, S=Voluntary withdrawal 
                        V=Protocol violation, AE=Adverse event, O=Other) 
 
Program: DISPLIST1.SAS/USES: DEMOGS, LRESPONS, FINAL/21SEP07:09:19:34 
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Formula No. 765005 07  TKL Study Report No. DS105707-19

                                 TKL STUDY NO. DS105707 
                   DATA LISTING 1: SUBJECT ENROLLMENT AND DISPOSITION 
                                       Page 2 of 2            
 
Subject ------------------ Study Dates --------------------   Last     Completion  Days on 
 No.    Screened     1st Applic   Chall Applic   Ended       Reading #   Status    Study 
========================================================================================== 
 
  40    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  41    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  42    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  43    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  44    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  45    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  46    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  47    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  48    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  49    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  50    08/06/07     08/06/07                   08/10/07      I1          S          5 
  51    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  52    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  53    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  54    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  55    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  56    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  57    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
  58    08/06/07     08/06/07     09/10/07      09/14/07      C2          C         40 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
========================================================================================== 
 
Key: Last Reading # (I=Induction Phase, C=Challenge Phase) 
     Completion Status (C=Completed, L=Lost to follow-up, S=Voluntary withdrawal 
                        V=Protocol violation, AE=Adverse event, O=Other) 
 
Program: DISPLIST1.SAS/USES: DEMOGS, LRESPONS, FINAL/21SEP07:09:19:34 
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CONFIDENTIAL Page 32 
Formula No. 765005 07 TKL Study Report No. DS105707-19  

                                 TKL STUDY NO. DS105707 
                            DATA LISTING 4: ADVERSE EVENTS 
 
                                      Page 1 of 1            
 
 
========================================================================================== 
 
Subject No. 29 
 
    Adverse Event: PNEUMONIA 
 
         Date of Onset: 08/19                    Date of Resolution: 08/30 
         Frequency: Single episode               Severity: Severe   
         Duration:                               Outcome: Resolved          
         Rel. to Study Product: Unrelated  
         Action Taken/Study Product: Discontinued    
         Action Taken/Treatment?: YES 
         Serious? YES 
 
         Comment: WENT TO THE EMERGENCY ROOM ON 8/19 FOR PNEUMONIA AND WAS 
                  ADMITTED INTO HOSPITAL. SUBJECT WAS RELEASED FROM THE HOSPITAL 
                  AND WAS TOLD TO TAKE TOBRAMYCIN FOR TEN DAYS FOR COMPLETE 
                  RECOVERY. 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
========================================================================================== 
 
Program: AE.SAS/USES: AE, COMMENTS/21SEP07:09:19:43 
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Memorandum 
 
TO:  Bart Heldreth, Ph.D.  

Executive Director - Cosmetic Ingredient Review 
 
FROM:  Carol Eisenmann, Ph.D. 
  Personal Care Products Council 
 
DATE: September 1, 2022 
 
SUBJECT:  Olea Europaea (Olive) Leaf Extract and Olea Europaea (Olive) Fruit Extract 
 
Anonymous.  2022.  Olea Europaea (Olive) Leaf Extract – Summary information. 
 
Anonymous.  2022.  Olea Europaea (Olive) Fruit Extract - Summary information. 
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• Olea Europaea (Olive) Leaf Extract

Manufacturing Process: 

The leaf is extracted with specified eluent(s) under appropriate temperature conditions, to yield a 
concentrate. The concentrate containing the phytochemical constituents is then blended with the 
desired diluent(s) and preservation system to produce the final ingredient. The ingredient is evaluated 
for physiochemical properties according to the specification requirements for the batch to be released. 
In addition, the concentrate is also evaluated for contaminants and physiochemical properties as 
needed.  

Typical eluents include Water, Butylene Glycol, Carthamus Tinctorius (Safflower) Seed Oil, Glycerin, and 
Propylene Glycol. 

Heavy Metal & Pesticides/ Allergens/ Impurities:  

The following heavy metal testing was conducted on the concentrate in an Alcohol base: 

Heavy 
metals: 

Heavy Metal Detection Reporting Limit Heavy Metal Detection Reporting Limit 

Antimony Not Detected 0.25 mg/L Iron Not Detected 5.0 mg/L 

Arsenic Not Detected 0.050 mg/L Lead Not Detected 0.050 mg/L 

Cadmium Not Detected 0.010 mg/L Mercury Not Detected 0.0040 mg/L 

Chromium Not Detected 0.050 mg/L Nickel Not Detected 0.050 mg/L 

There were no residual pesticides detected. (Parameters: 8081 GCS Pesticides and 8141 GCS, O/P 
Pesticides)  

Additional information: 

• A typical product with the Olea Europaea (Olive) Leaf Extract prepared in Water has the
following specifications:

September 2022
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• Olea Europaea (Olive) Fruit Extract

Manufacturing Process: 

The fruit is extracted with specified eluent(s) under appropriate temperature conditions, to yield a 
concentrate. The concentrate containing the phytochemical constituents is then blended with the 
desired diluent(s) and preservation system to produce the final ingredient. The ingredient is evaluated 
for physiochemical properties according to the specification requirements for the batch to be released. 
In addition, the concentrate is also evaluated for contaminants and physiochemical properties as 
needed.  

Typical eluents include Water, Butylene Glycol, Carthamus Tinctorius (Safflower) Seed Oil, Glycerin, and 
Propylene Glycol. 

Additional information: 

• A typical product with the Olea Europaea (Olive) Fruit Extract prepared in Butylene Glycol
and Water has the following specifications:

September 2022
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Memorandum 

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

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

DATE: October 11, 2022 

SUBJECT: Olea Europaea (Olive) Fruit Juice Extract and Olea Europaea (Olive) Leaf Extract 

Anonymous.  2022.  Summary information Olea Europaea (Olive) Fruit Juice Extract and Olea 
Europaea (Olive) Leaf Extract  .
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October 2022 
Summary Information 

Olea Europaea (Olive) Fruit Juice Extract as Olive Fruit Juice Extract BG 
Olea Europaea (Olive) Leaf Extract as Olive Leaf Extract BG and Olive Leaf Extract(B)-BG  
 
1. Chemical properties 

 
2. Method of manufacturing, relevant to ingredients as used in cosmetic products 

 
3. Composition and impurities, relevant to ingredients as used in cosmetic products 

 

 
4. Toxicological studies, especially on plant parts not traditionally eaten 
 

Trade name Test Item Result Method 

Olive Leaf Extract BG Acute toxicity* LD50＞2000mg/kg 
20 Mice 
(10/sex) 

Trade name The chemical properties 
Olive Fruit Juice Extract BG <Composition> Saccharides and tannin 

Olive Leaf Extract BG 
<Composition> Organic acid and tannin 

Olive Leaf Extract(B)-BG 

Trade name The method of manufacture 

Olive Fruit Juice Extract BG 
Concentrated juice 
⇒extract with 50vol% 1,3-butylene glycolic solution 
⇒sedimentation⇒filtrate⇒adjustment⇒packaging 

Olive Leaf Extract BG 
Dried raw material 
⇒extract with 50vol% ethanol solution⇒concentration 
⇒dissolve in 50vol% 1,3-butylene glycolic solution 
⇒sedimentation⇒filtrate⇒adjustment⇒packaging Olive Leaf Extract(B)-BG 

Trade name Composition and impurities 

Olive Fruit Juice Extract BG <Composition> 
Please refer to the answer 1. 
<Impurities> 
Heavy metals: not more than 20ppm 
Arsenic: not more than 2ppm 

Olive Leaf Extract BG 

Olive Leaf Extract(B)-BG 

Trade name Content [w/v%] 
Olive Fruit Juice Extract BG 

 
Olive Leaf Extract BG 

Olive Leaf Extract(B)-BG Oleuropein (not less than 0.03w/v%) 
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* The test was conducted in our laboratory. 
 
5. Dermal irritation and sensitization at maximum use concentrations 
 

Trade name Test Item Concentration of 
test solution Result Method 

Olive Leaf 
Extract BG 

Primary skin 
irritation* 

100%, 10% non irritant 3 Rabbits 

Cumulative skin 
irritation* 

100%, 50%, 
25%, 12.5% 

non irritant 3 Rabbits 

Skin 
sensitization* 

1st induction：25%                   
2nd induction：

100% 
challenge：100%,  

10% 

Negative 
5 guinea 
pigs per 
group 

Human patch 
test 

100% non irritant 

Closed 
patch 

46 
subjects 

Olive Leaf 
Extract(B)-BG 

Primary skin 
irritation 

100% Non irritant 
LabCyte 
method 

Human skin 
sensitization 

test 
（Repeated 
Insult Patch 

Test） 

20% 
Mild material,  

Not induce delayed 
contact sensitization 

Modified 
Shelanski 
Method 

54 
subjects 

* The tests were conducted in our laboratory. 
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2022 FDA VCRP Raw Data 
OLEA EUROPAEA (OLIVE) FRUIT 05G Tonics, Dressings, and Other Hair Grooming Aids 1 
OLEA EUROPAEA (OLIVE) FRUIT 10A Bath Soaps and Detergents 3 
OLEA EUROPAEA (OLIVE) FRUIT 12A Cleansing 2 
OLEA EUROPAEA (OLIVE) FRUIT 12C Face and Neck (exc shave) 3 
OLEA EUROPAEA (OLIVE) FRUIT 12D Body and Hand (exc shave) 2 
OLEA EUROPAEA (OLIVE) FRUIT 12F Moisturizing 4 
    
OLEA EUROPAEA (OLIVE) FRUIT 
EXTRACT 

02D Other Bath Preparations 2 

OLEA EUROPAEA (OLIVE) FRUIT 
EXTRACT 

03D Eye Lotion 1 

OLEA EUROPAEA (OLIVE) FRUIT 
EXTRACT 

03G Other Eye Makeup Preparations 2 

OLEA EUROPAEA (OLIVE) FRUIT 
EXTRACT 

04E Other Fragrance Preparation 1 

OLEA EUROPAEA (OLIVE) FRUIT 
EXTRACT 

05A Hair Conditioner 6 

OLEA EUROPAEA (OLIVE) FRUIT 
EXTRACT 

05F Shampoos (non-coloring) 4 

OLEA EUROPAEA (OLIVE) FRUIT 
EXTRACT 

05G Tonics, Dressings, and Other Hair Grooming Aids 1 

OLEA EUROPAEA (OLIVE) FRUIT 
EXTRACT 

05I Other Hair Preparations 3 

OLEA EUROPAEA (OLIVE) FRUIT 
EXTRACT 

07B Face Powders 3 

OLEA EUROPAEA (OLIVE) FRUIT 
EXTRACT 

07C Foundations 1 

OLEA EUROPAEA (OLIVE) FRUIT 
EXTRACT 

07E Lipstick 11 

OLEA EUROPAEA (OLIVE) FRUIT 
EXTRACT 

07F Makeup Bases 1 

OLEA EUROPAEA (OLIVE) FRUIT 
EXTRACT 

07I Other Makeup Preparations 1 

OLEA EUROPAEA (OLIVE) FRUIT 
EXTRACT 

10A Bath Soaps and Detergents 4 

OLEA EUROPAEA (OLIVE) FRUIT 
EXTRACT 

10D Feminine Deodorants 1 

OLEA EUROPAEA (OLIVE) FRUIT 
EXTRACT 

10E Other Personal Cleanliness Products 2 

OLEA EUROPAEA (OLIVE) FRUIT 
EXTRACT 

12A Cleansing 10 

OLEA EUROPAEA (OLIVE) FRUIT 
EXTRACT 

12C Face and Neck (exc shave) 9 

OLEA EUROPAEA (OLIVE) FRUIT 
EXTRACT 

12D Body and Hand (exc shave) 12 
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OLEA EUROPAEA (OLIVE) FRUIT 
EXTRACT 

12F Moisturizing 20 

OLEA EUROPAEA (OLIVE) FRUIT 
EXTRACT 

12G Night 2 

OLEA EUROPAEA (OLIVE) FRUIT 
EXTRACT 

12H Paste Masks (mud packs) 1 

OLEA EUROPAEA (OLIVE) FRUIT 
EXTRACT 

12J Other Skin Care Preps 6 

    
OLEA EUROPAEA (OLIVE) FRUIT 
UNSAPONIFIABLES 

12C Face and Neck (exc shave) 8 

OLEA EUROPAEA (OLIVE) FRUIT 
UNSAPONIFIABLES 

12D Body and Hand (exc shave) 1 

OLEA EUROPAEA (OLIVE) FRUIT 
UNSAPONIFIABLES 

12F Moisturizing 4 

OLEA EUROPAEA (OLIVE) FRUIT 
UNSAPONIFIABLES 

12J Other Skin Care Preps 1 

    
OLEA EUROPAEA (OLIVE) LEAF 
EXTRACT 

01A Baby Shampoos 1 

OLEA EUROPAEA (OLIVE) LEAF 
EXTRACT 

03D Eye Lotion 6 

OLEA EUROPAEA (OLIVE) LEAF 
EXTRACT 

03G Other Eye Makeup Preparations 5 

OLEA EUROPAEA (OLIVE) LEAF 
EXTRACT 

05A Hair Conditioner 3 

OLEA EUROPAEA (OLIVE) LEAF 
EXTRACT 

05F Shampoos (non-coloring) 4 

OLEA EUROPAEA (OLIVE) LEAF 
EXTRACT 

05I Other Hair Preparations 4 

OLEA EUROPAEA (OLIVE) LEAF 
EXTRACT 

07B Face Powders 1 

OLEA EUROPAEA (OLIVE) LEAF 
EXTRACT 

07E Lipstick 1 

OLEA EUROPAEA (OLIVE) LEAF 
EXTRACT 

07I Other Makeup Preparations 1 

OLEA EUROPAEA (OLIVE) LEAF 
EXTRACT 

08G Other Manicuring Preparations 1 

OLEA EUROPAEA (OLIVE) LEAF 
EXTRACT 

10A Bath Soaps and Detergents 23 

OLEA EUROPAEA (OLIVE) LEAF 
EXTRACT 

10E Other Personal Cleanliness Products 5 

OLEA EUROPAEA (OLIVE) LEAF 
EXTRACT 

11B Beard Softeners 1 

OLEA EUROPAEA (OLIVE) LEAF 
EXTRACT 

12A Cleansing 5 
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OLEA EUROPAEA (OLIVE) LEAF 
EXTRACT 

12B Depilatories 1 

OLEA EUROPAEA (OLIVE) LEAF 
EXTRACT 

12C Face and Neck (exc shave) 31 

OLEA EUROPAEA (OLIVE) LEAF 
EXTRACT 

12D Body and Hand (exc shave) 22 

OLEA EUROPAEA (OLIVE) LEAF 
EXTRACT 

12F Moisturizing 41 

OLEA EUROPAEA (OLIVE) LEAF 
EXTRACT 

12G Night 2 

OLEA EUROPAEA (OLIVE) LEAF 
EXTRACT 

12H Paste Masks (mud packs) 4 

OLEA EUROPAEA (OLIVE) LEAF 
EXTRACT 

12J Other Skin Care Preps 20 

    
OLEA EUROPAEA (OLIVE) LEAF 
POWDER 

12F Moisturizing 1 

    
OLEA EUROPAEA (OLIVE) LEAF 
WATER 

12C Face and Neck (exc shave) 1 

    
OLEA EUROPAEA (OLIVE) SEED 
POWDER 

10E Other Personal Cleanliness Products 1 

OLEA EUROPAEA (OLIVE) SEED 
POWDER 

12A Cleansing 3 

OLEA EUROPAEA (OLIVE) SEED 
POWDER 

12C Face and Neck (exc shave) 1 

OLEA EUROPAEA (OLIVE) SEED 
POWDER 

12D Body and Hand (exc shave) 2 

OLEA EUROPAEA (OLIVE) SEED 
POWDER 

12H Paste Masks (mud packs) 1 

OLEA EUROPAEA (OLIVE) SEED 
POWDER 

12J Other Skin Care Preps 2 

    
OLIVE EXTRACT 08C Nail Creams and Lotions 5 
OLIVE EXTRACT 10A Bath Soaps and Detergents 1 
OLIVE EXTRACT 10E Other Personal Cleanliness Products 2 
OLIVE EXTRACT 12C Face and Neck (exc shave) 3 
OLIVE EXTRACT 12F Moisturizing 1 
OLIVE EXTRACT 12J Other Skin Care Preps 2 
    
OLIVE STONE 12J Other Skin Care Preps 2 
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