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AVIS
de I’Agence nationale de sécurité sanitaire
de I'alimentation, de I’environnement et du travail

relatif aux travaux d’expertise réalisés en 2025 par I’Agence concernant
I’évaluation et I’expertise des substances et produits cosmétiques régis par le
réglement (CE) n°1223/2009

L’Anses met en ceuvre une expertise scientifique indépendante et pluraliste.

L’Anses contribue principalement a assurer la sécurité sanitaire dans les domaines de I'environnement, du travail
et de I'alimentation et a évaluer les risques sanitaires qu’ils peuvent comporter.

Elle contribue également a assurer d’une part la protection de la santé et du bien-étre des animaux et de la santé
des végétaux et d’autre part a I'évaluation des propriétés nutritionnelles des aliments.

Elle fournit aux autorités compétentes toutes les informations sur ces risques ainsi que I'expertise et I'appui
scientifique technique nécessaires a I'élaboration des dispositions législatives et réglementaires et a la mise en
ceuvre des mesures de gestion du risque (article L.1313-1 du code de la santé publique).

Ses avis sont publiés sur son site internet.

1. CONTEXTE ET OBJET DE LA SAISINE

Les produits cosmétiques sont réglementés au niveau européen par le réglement (CE)
n°1223/20009.

Depuis le 1°" janvier 2024, 'Anses est en charge des missions de vigilance et d’expertise
relatives aux produits cosmétiques et de tatouage (article L1313-1 du Code de la Santé
Publique). Les missions d’expertise couvrent 3 axes :

e ['évaluation des dangers des substances et des risques associés a I'exposition aux
produits utilisés, dans le cadre du réglement européen relatif aux produits cosmétiques
et/ou des réglementations chimiques transversales (REACh et CLP),

e lappui a la Direction générale de la concurrence, de la consommation, et de la
répression des fraudes (DGCCRF) dans ses missions de surveillance du marché et de
police sanitaire pour ces produits,

¢ |e pilotage d’études d’exposition a ces produits et a leurs substances.

Le présent avis a pour objet de faire la synthése des travaux d’expertise conduits par
I’Anses en 2025 sur les substances et produits cosmétiques régis par le reglement (CE)
n°1223/2009. Il ne couvre pas le recueil, 'enregistrement, I’évaluation et I’analyse des
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signalements d’effets indésirables dans le cadre du dispositif de cosmétovigilance, qui
fait 'objet d’un bilan spécifique.

Ce document de synthese constitue un avis hors évaluation de risques. Les documents faisant
référence lorsqu’il y a eu évaluation étant le produit d’expertise propre a chaque sujet.

2. ORGANISATION DE L’EXPERTISE

m  Organisation générale

Les expertises ont été réalisées dans le respect de la norme NF X 50-110 « Qualité en
expertise - Prescriptions générales de compétence pour une expertise (Janvier 2024) ».

Les expertises suivantes ont été présentées et validées tant sur les aspects méthodologiques
gue scientifiques par le CES « REACH-CLP » :

- Note d’appui scientifique et technique relative a I'évaluation des données fournies dans
le cadre de la demande de dérogation pour l'utilisation de I'huile essentielle d’arbre a
thé (Melaleuca alternifolia) ou « tea tree oil » dans les produits cosmétiques,

- Autosaisine relative a I'état des connaissances sur la toxicité rénale de I'acide
glyoxylique présent dans les produits lissants.

Concernant les autres travaux mentionnés dans cet avis, ceux-ci ont été produits en mobilisant
I'expertise interne de la Direction de I'évaluation des risques de I'Anses.
Le présent avis a été présenté pour information au CES REACH-CLP réuni le 10 mars 2026.

L’Anses analyse les liens d’intéréts déclarés par les experts avant leur nomination et tout au
long des travaux, afin d’éviter les risques de conflits d’'intéréts au regard des points traités dans
le cadre de I'expertise.

Les déclarations d'intéréts des experts sont publiées sur le site internet
https://dpi.sante.gouv.fr.

3. ANALYSE ET CONCLUSIONS

Ce présent avis concerne les activités réalisées dans les contextes suivants :

- les consultations publiques sur les avis préliminaires du comité scientifique pour la
sécurité des consommateurs (CSSC),

- la préparation par les autorités francaises de réunions européennes relatives aux
cosmétiques organisées par la Commission européenne,

- des réflexions d’évolution du réglement n° 1223/2009/CE relatif aux produits
cosmétiques,

- des expertises réalisées suite a des signalements en cosmétovigilance.
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3.1. Commentaires sur les avis préliminaires du comité scientifique pour la sécurité
des consommateurs (CSSC) soumis a consultation publique

Afin de mettre a jour les annexes Il a VI! du réglement sur les produits cosmétiques, la
Commission européenne? peut mandater le comité scientifique pour la sécurité des
consommateurs (CSSC) afin d’émettre un avis sur la sécurité de substances cosmétiques.

L’avis préliminaire du CSSC est soumis a consultation publique sur le site internet de la
Commission européenne® afin de donner l'opportunité a toutes les parties prenantes de
présenter leurs commentaires et toutes informations pertinentes. A la suite de cette étape de
consultation, le CSSC répond aux commentaires recus et finalise son avis.

En tenant compte de l'avis du CSSC, la Commission peut ainsi modifier les annexes du
réglement cosmétique. Pour cela, la Commission est assistée par le comité technique pour les
produits cosmétiques (COMCOS?), composé de représentants des autorités des Etats
membres de I'Union européenne. Ce comité procéde par vote concernant les modifications
nécessaires pour adapter aux progrés techniques les différentes annexes du reglement
cosmétique.

Au cours de I'année 2025, 'Anses a transmis des commentaires sur 9 avis préliminaires du
CSSC parmi les 11 mis en consultation publique sur le site de la Commission européenne. En
fonction des ressources disponibles, la priorité a été donnée aux substances classées en tant
que cancérogéne, mutagéne et/ou toxique pour la reproduction ainsi qu’aux substances sous
la forme d’'un nanomatériau et les substances présentant des préoccupations de perturbation
endocrinienne.

Les substances ayant fait 'objet d’'une consultation publique en 2025 sont les suivantes :

Tableau 1 : Substances pour lesquelles un avis du CSSC a été soumis a consultation publique en 2025

Substances Numéro CAS Référence Mandat du CSSC par la Commission
européenne

« Ethylhexyl Methoxycinnamate » | 5466-77-3 SCCS/1671/24 | Evaluation de la sécurité, préoccupation PE

EHMC

( ) 83834-59-7 Evaluation de la sécurité car la substance fait

partie de la liste prioritaire® de la Commission
européenne des perturbateurs endocriniens
potentiels a évaluer dans le cadre du
reglement cosmétique

« Benzophenone — 1 » 131-56-6 SCCS/1672/24 | Evaluation de la sécurité, préoccupation PE

Evaluation de la sécurité car la substance fait
partie de la liste prioritaire de la Commission
européenne des perturbateurs endocriniens
potentiels a évaluer dans le cadre du
reglement cosmétique

« Red No. 18 » (Colipa No. B124) 1444596-49-9 SCCS/1673/24 | Soumission d’un dossier de lindustrie
concernant des données de pureté

1 Annexe |l : substances interdites ; Annexe lll : substances faisant I'objet de restrictions ; Annexe IV : colorants
autorisés ; Annexe V : agents conservateurs autorisés ; Annexe VI : filtres ultraviolets autorisés

2 Et notamment la DG GROW (Directorate-General for Internal Market, Industry, Entrepreneurship and SMES)

3 https://health.ec.europa.eu/scientific-committees/scientific-committee-consumer-safety-sccs/sccs-opinions_en

4 Standing Committee on Cosmetic Products

5 https://single-market-economy.ec.europa.eu/sectors/cosmetics/cosmetic-products-specific-topics/endocrine-

disruptors_en
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Substances Numéro CAS Référence Mandat du CSSC par la Commission
européenne

(non commenté par I’Anses)

« Salicylic acid » 69-72-7 SCCS/1675/25 | Evaluation de la sécurité pour les enfants de
3ansabans
Evaluation dans le cadre de I'article 15(1) du
reglement cosmétique — substance classée
toxique pour la reproduction de catégorie 2

« Butyl-paraben » 94-26-8 SCCS/1674/25 | Evaluation de la sécurité pour les enfants

« Methyl salicylate » 119-36-8 SCCS/1676/25 | Evaluation de la sécurité pour les enfants
Evaluation dans le cadre de I'article 15(1) du
reglement cosmétique — substance classée
toxique pour la reproduction de catégorie 2

« Diethylamino  Hydroxybenzoyl | 302776-68-7 SCCS/1678/25 | Evaluation de la sécurité en lien avec la

Hexyl Benzoate » (DHHB) présence de di-n-hexyl phtalate (DnHexP)
comme impureté

« Hydroxyapatite (nano) » 12167-74-7 SCCS/1677/25 | Evaluation de la sécurité, nanomatériau

« Benzophenone- 2 » 131-55-5 SCCS/1679/25 | Evaluation de la sécurité, préoccupation PE

« Benzophenone-5 » 6628-37-1 Evaluation de la sécurité car la substance fait

. sé A . partie de la liste prioritaire de la Commission

(avis analysé p far nseg mais européenne des perturbateurs endocriniens

aucun commentaire transmis) . L
potentiels a évaluer dans le cadre du
reglement cosmétique.

Analogues de prostaglandines : 155206-01-2 SCCS/1680/25 | Evaluation de la sécurité

« Methylamido-Dihydro- 157283-66-4

Noralfaprostal » (MDN)

1185851-52-8

« Isopropyl Cloprostenate » (IPCP)

« Dechloro  Dihydroxy Difluoro

Ethylcloprostenolamide » (DDDE)

« Tea tree oil » (TTO) 68647-73-4 SCCS/1681/25 | Evaluation de la sécurité
Evaluation dans le cadre de I'article 15(2) du
reglement cosmétique — substance classée
toxique pour la reproduction de catégorie 1B

Une synthése des commentaires émis est présentée ci-dessous.

Concernant I'avis SCCS/1671/24 relatif a I'« ethylhexyl methoxycinnamate » (EHMC), I'Anses
a formulé des demandes de clarifications concernant les paramétres pris en compte dans les
études d’absorption cutanée in vitro au regard des lignes directrices de 'OCDE. La variabilité
de I'absorption cutanée estimée a été questionnée.

L’Anses a également soulevé des questions a propos des concentrations d’EHMC utilisées
dans les tests d’irritation cutanée réalisés chez I’humain, qui sont inférieures a la concentration
revendiquée dans l'avis du CSSC. De plus, 'Anses a attiré l'attention sur le fait que les
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données humaines disponibles ne lui paraissent pas de nature a permettre de conclure
définitivement sur le potentiel d’irritation cutanée de la substance.

Concernant I'avis SCCS/1672/24 relatif a la « benzophenone 1 », 'Anses a noté que des
études de toxicologie fournies dans le cadre du reglement REACH ne sont pas incluses dans
cet avis et devraient étre prises en compte par le CSSC.

Par ailleurs, il est considéré qu’aucune conclusion ne peut étre émise sur le potentiel de
sensibilisation cutanée de la substance sur la seule base de I'étude réalisée chez 'lhumain.

Concernant l'avis SCCS/1675/25 relatif a « salicylic _acid », 'Anses a demandé des
clarifications concernant les quantités retenues par le CSSC pour estimer I'exposition des
enfants.

L’Anses a également mentionné les conclusions préliminaires du groupe de travail sur les
produits biocides de 'TECHA concernant les propriétés de perturbation endocrinienne de cette
substance.

Enfin, 'Anses a émis des questionnements sur la sécurité d’'usage de 'acide salicylique dans
les produits cosmétiques et a souligné la nécessité de conduire une évaluation de I'exposition
agrégée sachant que de nombreux salicylates présents dans la composition de produits
cosmétiques se dégradent en acide salicylique.

Concernant 'avis SCCS/1674/25 relatif au « butyl-paraben », 'Anses a soulevé des questions
concernant le choix des paramétres d’exposition retenus par le CSSC.

L’Anses a également formulé une demande de clarification concernant la conclusion du CSSC
sur les propriétés d'irritation oculaire.

Concernant I'avis SCCS/1676/25 relatif au « methyl salicylate », 'Anses a soulevé des
guestions concernant :

- le choix de certains paramétres retenus par le CSSC pour estimer I'exposition,

- le choix de la NOAEL utilisée pour I'évaluation des risques,

- le potentiel de perturbation endocrinienne, en faisant référence a I'évaluation de I'acide
salicylique dans le cadre de la réglementation sur les produits biocides.

Enfin, 'Anses a émis des doutes sur la sécurité d’'usage du salicylate de méthyle dans les
produits cosmétiques et a souligné la nécessité de conduire une évaluation de I'exposition
agrégée sachant que de nombreux salicylates présents dans la composition de produits
cosmeétiques se dégradent en acide salicylique.

Concernant I'avis SCCS/1678/25 relatif au « diethylamino hydroxybenzoyl hexyl benzoate »
(DHHB), 'Anses a informé le CSSC de la proposition de classification en cours d’élaboration
au titre du reglement CLP, concernant les propriétés de perturbation endocrinienne des
phtalates en C4-C6.

Des remarques ont été également faites concernant I'évaluation de I'exposition.

Concernant l'avis SCCS/1677/25 relatif a I'« hydroxyapatite (nano) », une demande de
clarification a été faite concernant la détérioration des cellules épithéliales observée in vitro.

L’Anses a questionné la sécurité de I'hydroxyapatite sous la forme d’aiguilles qui
correspondraient a la définition d’une fibre selon I'Organisation Mondiale de la Santé (OMS).

Concernant l'avis SCCS/1680/25 relatif aux analogues de prostaglandines (MDN, IPCP,
DDDE), I'Anses a soutenu les conclusions du CSSC, a savoir que ces substances ne peuvent
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étre considérées comme sdres pour une utilisation dans les produits cosmétiques destinés a
favoriser la croissance des cils et des sourcils.

L’Anses a également rapporté le signalement d’'un cas d’effet indésirable grave auprés du
systéme de cosmétovigilance francais, a savoir un changement de couleur de I'ceil et une
perte de graisse orbitaire. Cet effet est cohérent avec ce qui est mentionné pour les
médicaments contenant des analogues de prostaglandines, démontrant ainsi ['effet
pharmacologique de ces substances.

Concernant I'avis SCCS/1681/25 relatif au « tea tree oil » (TTO), 'Anses a tout d’abord formulé
des demandes de clarifications concernant les noms INCI® et les numéros CAS couverts par
cet avis.

L’Anses a également questionné la maniere dont le risque de sensibilisation cutanée a été pris
en compte dans cette évaluation, et particulierement pour les produits contenant plus de 1%
de TTO. Il est noté la possibilité de mettre en ceuvre des dispositions spécifiques en matiére
d'étiquetage afin d'informer les consommateurs du risque possible de sensibilisation.

Alors que l'avis ne s’applique pas aux produits sous forme d’aérosols ou pulvérisables pouvant
entrainer une exposition par inhalation du consommateur, I'Anses a souligné que les
consommateurs peuvent étre exposés a la TTO par inhalation aprés volatilisation du produit
cosmétique appliqué sur la peau.

Des incertitudes ont été soulevées concernant les calculs d’exposition réalisés, tant pour les
usages cosmétiques que non cosmeétiques. Des clarifications ont également été demandées
concernant la prise en compte de toutes les populations vulnérables. Ces incertitudes sur
l'estimation de I'exposition, en association avec une marge de sécurité proche de 100,
soulevent des doutes quant a l'innocuité de l'utilisation de la TTO en tant qu’ingrédient
cosmétique.

L’ensemble des commentaires soumis par '’Agence sont rassemblés dans I'annexe 2 de cet
avis.

3.2. Appui scientifique et technique de I’Anses auprés des autorités compétentes
francaises dans le cadre des réunions européennes

Evaluation des données fournies par l'industrie dans le cadre de la demande de
dérogation pour 'utilisation de la TTO dans les produits cosmétiques

L’Anses a été saisie le 17 décembre 2024 par la direction générale de la santé (DGS) pour
fournir un appui scientifique et technique relatif a I'évaluation des données fournies dans le
cadre de la demande de dérogation pour l'utilisation de I'huile d’arbre a thé (Melaleuca
alternifolia) dans les produits cosmétiques. Cette demande fait suite a la classification de la
substance en tant que toxique pour la reproduction de catégorie 1 préconisée par le Comité
d’Evaluation des Risques (CER) de '’Agence européenne des produits chimiques (ECHA).

La classification harmonisée d’une substance en tant que cancérogéne, mutagéne, toxique
pour la reproduction (CMR) de catégorie 1 interdit son utilisation dans les produits
cosmétiques, sauf dérogation. Conformément a I'article 15-2 du réglement (CE) n° 1223/2009
sur les produits cosmétiques, l'industrie peut solliciter une dérogation a cette interdiction

6 International Nomenclature of Cosmetic Ingredients
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aupres de la Commission européenne afin de maintenir, sous certaines conditions, I'utilisation
de telles substances dans les produits cosmétiques.

L’analyse critique de I'Anses a porté sur les éléments fournis par I'industrie au regard des
conditions requises aux points a) et b) de l'article 15-2, a savoir :

a) [la substance] est conforme aux prescriptions relatives a la sécurité des denrées
alimentaires définies par le reglement (CE) no 178/2002 [...] établissant les principes généraux
et les prescriptions générales de la législation alimentaire, instituant 'Autorité européenne de
sécurité des aliments et fixant des procédures relatives a la sécurité des denrées alimentaires ;

b) il n’existe pas de substance de substitution appropriée, comme l'établit une analyse des
solutions de remplacement ;

Les principales conclusions a date étaient les suivantes :

Concernant la sécurité alimentaire de la TTO (critére a) de I’article 15-2, 'Anses note que
les données présentées par l'industrie ne prennent pas en compte :

- les études récentes ayant conduit a la classification de la TTO comme toxique sur la
reproduction,

- certaines préoccupations sanitaires identifiées par '’Anses dans son avis relatif a
I'utilisation d’huiles essentielles a base de Melaleuca dans la composition des
compléments alimentaires’.

Concernant I’analyse des alternatives (critére b) de 'article 15-2,

- les études rapportées paraissent a 'Anses insuffisantes pour justifier les allégations
d’efficacité (notamment anti-séborrhéiques et anti-acnéiques) aux concentrations
revendiquées dans les produits cosmétiques faisant I'objet de la demande de
dérogation ;

- les informations fournies ne permettent pas d'exclure I'existence d’alternatives
appropriées ala TTO.

Ainsi, I'Anses s’est positionnée auprés des autorités frangaises pour considérer les données
apportées comme insuffisantes pour envisager 'octroi de la dérogation sollicitée, sur la base
de 'examen des éléments produits a ce jour au regard des requis des points a) et b) de I'article
15-2.

L’Anses a de plus souligné que l'absence de lignes directrices, concernant I'organisation
européenne de cette procédure d’évaluation d’'une part, et d’autre part les requis, la
méthodologie scientifique et les critéres d’évaluation, crée une incertitude importante, tant sur
le plan réglementaire que scientifique concernant I'applicabilité de I'article 15-2, que ce soit
pour les demandeurs de la dérogation ou pour les évaluateurs.

Par ailleurs, l'article 15-2 prévoit deux autres critéres a remplir pour I'octroi d’'une dérogation
pour I'utilisation d’'une substance CMR de catégorie 1 dans les produits cosmétiques, a savoir :

c) la demande est faite pour un usage particulier de la catégorie de produits, avec une
exposition déterminée ; et

7 Anses. 2020. « Avis de I'Anses relatif a I'utilisation d’huiles essentielles de Melaleuca dans la composition des
compléments alimentaires ». https://anses.fr/fr/system/files/NUT2018SA0096.pdf.
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d) elles ont été évaluées et jugées slres par le CSSC pour une utilisation dans les produits
cosmétiques, notamment au vu de l'exposition a ces produits et en tenant compte de
I'exposition globale a partir d'autres sources, ainsi qu'en accordant une attention particuliére
aux groupes de population vulnérables.

Ces critéres ont été évalués par le CSSC en 2025 dans le cadre de son avis sur la sécurité de
la TTO dans les produits cosmétiques. Le CSSC a conclu que l'utilisation de la TTO comme
agent anti-séborrhéigue et antimicrobien est slire dans les quatre types de produits défendus
par l'industrie demandeur de la dérogation, a condition que sa concentration maximale ne
dépasse pas 2,0 % dans les shampooings, 1,0 % dans les gels douche, 1,0 % dans les
nettoyants pour le visage et 0,1 % dans les crémes pour le visage. Comme indiqué plus haut,
I’Anses a formulé des commentaires sur I'avis préliminaire et notamment des questionnements
quant a la sécurité d’emploi de la TTO en tant qu’ingrédient cosmétique (cf § 3.1 et annexe 2).

Projet de quide sur I'implémentation de l'article 15 du réglement sur les produits
cosmétiques, relatif aux substances classées CMR

La Commission européenne, dans le cadre du groupe de travail européen sur les produits
cosmétiques, a proposé en février 2025 un projet de guide sur 'implémentation de I'article 15
du réglement sur les produits cosmétiques, relatif aux substances classées CMR.

Dans ce contexte, et forte de 'expérience acquise dans le cadre de son analyse de la demande
de dérogation de la TTO, I'’Anses a transmis des commentaires techniques sur ce projet de
guide aux autorités compétentes en mai 2025 afin de les appuyer dans I'élaboration de la
position frangaise.

Les commentaires ont porté notamment sur les points suivants :

- la possibilité de mettre en place un mode de financement pour couvrir les codts relatifs
a I'évaluation des demandes de dérogation,

- la clarification du mode de fonctionnement du sous-groupe proposé pour évaluer les
critéres a) a c), les interactions avec les autres comités ainsi que le type de rendu des
expertises,

- laugmentation des temps alloués aux évaluations réalisées par le sous-groupe, et
notamment pour le critére b),

- le besoin de clarifier le critére a) et les raisons conduisant a un rejet de la conformité,

- lanécessité de collecter les données disponibles par toutes les parties prenantes dans
le cadre du critere b) via la mise en place d’'un appel a données et/ou d’une consultation
publique,

- des questionnements concernant la pertinence et la faisabilité de I'analyse des colts
dans I'évaluation du critére b),

- la nécessité de réduire les délais prévus notamment concernant les périodes de
transition,

- lanécessité que 'octroi de la dérogation soit limité dans le temps et revu réguliérement.

Il est & noter que les commentaires ont été formulés sur une version non définitive de ce guide.
Ces commentaires pourront donc évoluer en fonction des nouvelles versions du guide a venir.
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3.3. Expertise dans le cadre de I’évolution du réglement (CE) n° 1223/2009

Contribution dans le cadre de I’évaluation du réglement sur les produits cosmétiques

La Commission européenne a lancé en 2025 I'évaluation compléete du réglement sur les
produits cosmétiques, visant notamment a évaluer la pertinence de celui-ci au regard de ses
objectifs, a savoir

e protéger la santé des consommateurs en faisant en sorte que tous les produits
cosmeétiques répondent a des exigences strictes en matiére de sécurité avant leur mise
sur le marché et,

e garantir le fonctionnement du marché intérieur des produits cosmétiques®.

Cette évaluation repose sur cinq critéres clés : l'efficacité®, I'efficience?®, la pertinence!?, la
cohérence?!? et la valeur ajoutée européenne’s,

Des phases de consultation ont été organisées afin de donner I'opportunité a toutes les parties
prenantes de présenter leurs positions. Dans ce cadre, 'Anses a participé, en 2025, a I'appel
a données ainsi qu’a la consultation publique. Ses réponses ont ciblé les questions relatives
a son champ de compétences, a savoir la sécurité sanitaire pour ’'Homme et I'environnement
et en se basant sur son expérience acquise dans le domaine des produits cosmétiques.

Les commentaires ont porté notamment sur les points suivants :

- améliorer I'articulation et la cohérence avec les autres réglementations relatives aux
substances chimiques (ex. concernant les aspects environnementaux, la protection
pour la santé des travailleurs, la mutualisation des données),

- renforcer la protection des professionnels utilisateurs de produits cosmétiques,

- renforcer la protection des personnes vulnérables,

- étendre le périmétre et les conditions d’application de l'article 15 (inclusion de classes
de danger autres que CMR, clarification des critéres et du process),

- établir une définition transversale a 'ensemble des réglementations chimiques pour les
nanomatériaux,

- fluidifier et accélérer les procédures en cas de préoccupation sanitaire sur une
substance cosmétique,

- prendre en compte les nouvelles habitudes de consommation,

- renforcer la prise en compte des risques associés aux ingrédients sensibilisants
cutanés,

8 https://ec.europa.eu/info/law/better-regulation/have-your-say/initiatives/14433-Reglement-sur-les-produits-cosmetiques-

Evaluation_fr

9 Dans quelle mesure le réglement a-t-il contribué a protéger la santé humaine tout en permettant la libre circulation des produits
cosmétiques dans le marché unique ? Dans quelle mesure ses objectifs spécifiques ont-ils été atteints ?

10 Quels sont les principaux avantages (y compris les économies réalisées) et les cofits liés a la mise en ceuvre du réglement ?

11 e réglement est-il en mesure de répondre aux besoins actuels ou est-il obsoléte, notamment dans le contexte de la transition
écologique et numérique et de la compétitivité de l'industrie de I'UE ? Son champ d'application est-il approprié ou doit-il &tre
étendu afin de couvrir également les effets environnementaux des substances chimiques présentes dans les cosmétiques ? Les
régles actuelles sont-elles suffisantes pour garantir la sécurité des produits tant pour les consommateurs que pour les
professionnels, notamment compte tenu du développement des ventes en ligne (y compris via le commerce électronique) ou
des « ventes en vrac », tout en approfondissant les connaissances sur la sécurité des substances ?

12 e réglement est-il cohérent en soi et s'aligne-t-il sur d'autres législations relatives aux produits chimiques, telles que CLP,
REACH, Détergents, Biocides et Dispositifs médicaux ? Est-il cohérent avec d'autres législations pertinentes, par exemple les
régles de I'UE en matiére de protection des consommateurs ?

13 |es objectifs du réglement auraient-ils pu étre atteints uniquement au niveau national ou une Iégislation européenne sur les
cosmétiques est-elle nécessaire ?

page 9/43



Avis de I’Anses
Saisines n° « 2026-MPEX-0023 »
Saisines liées n°2024-AUTO-0079, 2024-AST-0177

- clarifier et compléter les requis pour I'élaboration des rapports sur la sécurité des
produits cosmétiques.

Appui scientifigue et technigue aux autorités compétentes concernant la proposition
de la Commission sur la simplification du reglement sur les produits cosmétiques dans
le cadre de la procédure « omnibus VI»

La Commission européenne a publié le 08 juillet 2025 une proposition pour amender le
réglement sur les produits cosmétiques en vue de simplifier certains requis et procédures dans
le cadre de la mesure « Omnibus VI ».

Les principaux éléments soulevés par '’Anses sur cette proposition ont concerné :

- la nécessité de garder une cohérence entre les différentes réglementations
européennes, en particulier entre les réglementations transversales et sectorielles,

- le maintien des conditions d’interdiction - telles qu’existant actuellement dans I'article
15 du réglement - de la présence de substances CMR dans les produits cosmétiques.
les commentaires suivants ont également été formulés sur cet article :

o la nécessité de mettre en place un document guide afin de faciliter la mise en
ceuvre de l'article 15.2,

o la vérification qu'une substance classée CMR de catégorie 1 faisant I'objet
d'une demande de dérogation ne soit pas concernée par une interdiction en
vertu de la réglementation sur la sécurité alimentaire,

o le rapprochement des conditions proposées pour I'analyse des alternatives
avec ce qui est fait dans le cadre du reglement REACH,

o le maintien de l'obligation d’'un étiquetage spécifique pour informer les
consommateurs de la présence de substances CMR dans les produits
cosmeétiques et éviter les mésusages,

- l'obligation de conduire systématiquement une évaluation des risques par le CSSC lors
qu’une substance naturelle complexe contient au moins un constituant classé CMR,

- la prise en compte de la charge correspondant a I'évaluation des dossiers en support
des demandes de dérogations par les autorités sanitaires et le CSSC afin d’en assurer
la soutenabilité en termes de moyen,

- limportance de garder une attention particuliere concernant les nanomatériaux dans
les produits cosmétiques.

Il est & noter que les commentaires ont été formulés sur la premiére version de texte établie
par la Commission européenne en juillet 2025. Ces commentaires pourront donc évoluer en
fonction de 'examen et de la négociation des mesures proposées par les colégislateurs.

3.4. Expertises réalisées suite a des signalements en cosmétovigilance

~

Autosaisine relative a I’état des connaissances sur la toxicité rénale de I’acide
glyoxyligue présent dans les produits lissants

Suite au signalement d’'un cas d’insuffisance rénale aigué associée a un produit lissant
capillaire contenant de l'acide glyoxylique auprés de son dispositif de cosmétovigilance,

14 Simplification of certain requirements and procedures for chemical products
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'Anses s’est autosaisie en juin 2024 pour réaliser un état des connaissances sur la toxicité
rénale de I'acide glyoxylique présent dans ces produits.

L’Anses a conclu que le rdle causal de l'acide glyoxylique dans le déclenchement d'une
insuffisance rénale aigué est fortement probable et a, en conséquence, recommande :

- de réaliser une évaluation des risques au niveau européen afin de déterminer si
I'utilisation de cette substance dans les produits de soins capillaires doit faire I'objet
d’une restriction voire une interdiction dans le cadre du réglement cosmétique,

- de ne pas utiliser de produits lissants capillaires contenant de I'acide glyoxylique, en
I'attente de cette évaluation,

- qu’une attention particuliére soit portée a I'exposition aux produits lissants capillaires
contenant des substances pouvant se dégrader en acide glyoxylique.

L’ensemble des résultats de cette expertise ont été publiés par 'Agence sur son site internet
en janvier 2025%°,

Analyse des dossiers réglementaires de la substance « bakuchiol »

En 2024, 'Anses a regu par son dispositif de cosmétovigilance des signalements de brdlures,
rougeurs et démangeaisons associés a l'utilisation d’'un produit a base de bakuchiol (CAS
10309-37-2) : « Sérum concentré Bakuchiol ».

Suite a ces signalements, 'Anses a réalisé une analyse des études d'irritation et de
sensibilisation disponibles dans le rapport sur la sécurité du produit cosmétique, au regard des
exigences prévues par le réglement sur les produits cosmétiques. La conformité du dossier
d’enregistrement déposé dans le cadre de REACH pour la substance bakuchiol a également
été évaluée.

Cette analyse a conclu a I'absence de tests adéquats pour statuer sur les propriétés d'irritation
cutanée et oculaire et de sensibilisation cutanée de la substance et du produit incriminé.
L’Anses a informé la DGCCREF ainsi que 'TECHA des conclusions de cette analyse.

Suite a cette démarche, une analyse de la complétude du dossier d’enregistrement, ciblant les
propriétés mentionnées, a été lancée par 'ECHA pour la substance. L'ECHA a conclu en
janvier 2026 a la nécessité de fournir de nouvelles informations, conformément a la
réglementation REACH. L’industrie dispose de 24 mois pour produire les études d’irritation
cutanée et oculaire et de sensibilisation cutanée demandées?®.

Depuis, 'Anses a été informé que l'industriel avait suspendu la commercialisation du produit
incriminé afin de proposer une nouvelle formulation.

4. CONCLUSIONS ET MISE EN PERPSECTIVE DE L’AGENCE

La deuxieme année d’exercice dans le domaine de I'expertise relative aux produits
cosmétiques (2025) a été assurée par une diversité d’actions.

15 https://www.anses.fr/sites/default/files/REACH2024AUTO0079.pdf
16 https://echa.europa.eu/fr/information-on-chemicals/dossier-evaluation-status/-
/dislist/details/0b0236e18b3c2b18?_disslists_ WAR_disslistsportlet_businessldentifier=000236e18b3c2b18
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L’Agence nationale de sécurité sanitaire de I'alimentation, de I'environnement et du travail
(Anses) a commenté 9 avis préliminaires du comité scientifique pour la sécurité des
consommateurs (CSSC) parmi les 11 avis mis en consultation publique sur le site de la
Commission européenne.

L’Anses a apporté son appui scientifique et technique auprés des autorités compétentes
frangaises dans le cadre des réunions européennes, concernant notamment la demande de
dérogation relative a la « tea tree oil » (TTO) et le projet de guide sur l'implémentation de
I'article 15.

L’Agence a également apporté des contributions quant a I'évolution envisagée du reglement
sur les produits cosmétiques dans le cadre des processus d’évaluation et de simplification.

L’Anses a réalisé deux expertises, concernant I'acide glyoxylique et le bakuchiol, suite a des
signalements recus dans le cadre de son dispositif de cosmétovigilance.

A contrario, 'Anses s’était également vue confier, dans le cadre de sa mission sur les produits
cosmeétiques, la définition et le pilotage d’études d’exposition a ces produits et a leurs
substances, dans I'objectif d’'améliorer les connaissances sur les expositions de la population.
Les dotations budgétaires n’ont pas, a ce jour, permis a I'agence de développer ce volet de la
mission.

Au-dela de ces travaux en lien exclusif avec les produits et le réglement cosmétiques, I'’Anses
a également conduit des travaux sur des substances, largement utilisées dans les produits
cosmetiques, qui s’inscrivent dans d’autres contextes réglementaires (notamment REACH,
CLP). Concernant REACh et CLP, I'Anses renvoie aux avis par lesquels elle rend compte
annuellement de son activité!’18,

Au titre du réglement REACH n°1907/2006, cela concerne :

e Une procédure d’évaluation de substance pour :
o le sel tétrasodique de I'acide N-N diacétique glutamique (GLDA-Na4) (n° CAS
51981-21-6, utilisé comme chélateur selon la base de données CosIng*®)
o « Acrylic acid, monoester with propane-1,2-diol » (HPA) (n°CAS 25584-83-2)
(filmogéne selon Cosling),
o « Triethyl phosphate » (TEP) (n° CAS 78-40-0) (solvant selon Cosing).

e La soumission d’une proposition de restriction de 'usage de I'octocrylene (filtre UV)
dans les produits cosmétiques a inclure a 'annexe XVII du réglement REACH?% 22,

e Une analyse des options de gestion réglementaires sur le lithium (n° CAS : 7439-93-
2) et trois de ses sels (chlorure de lithium, carbonate de lithium et hydroxyde de lithium)
(n°CAS : 7447-41-8, 554-13-2, 1310-65-2)??. Selon Coslng, ces substances peuvent

17 https://www.anses.fr/system/filessREACH2026-REACh-0022. pdf

18 https://www.anses.fr/system/filessfREACH2025-REACh-0142.pdf

19 Base de données de la Commission européenne relative aux ingrédients cosmétiques mis sur le marché en
Europe https://ec.europa.eu/growth/tools-databases/cosing/details/34158

20 https://www.anses.fr/system/files/REACH2023-AST-0220.pdf

21 https://echa.europa.eu/fr/registry-of-restriction-intentions/-
/dislist/details/0b0236e1897532f5?_disslists_ WAR_disslistsportlet_businessldentifier=0b0236e1897532f5

22 https://www.anses.fr/system/files/REACH-2022-REACh-0186.pdf
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étre utilisées dans les produits cosmétiques comme régulateur de pH et pour le lissage
ou I'ondulation des cheveux.

Dans le cadre du réglement CLP, plusieurs propositions de classification ont été soumises
auprés de 'TECHA en 2025 par I'’Anses pour la France concernant des substances notamment
employées dans des produits cosmétiques, a savoir :

- pour le fluorure de sodium utilisé notamment pour prévenir la formation de caries dans
les dentifrices. La proposition concerne les classes de danger relatives a la toxicité
aigué, la perturbation endocrinienne pour la santé humaine et la toxicité pour la
reproduction ;

- pour 'ammonium vanadate (CAS n°7803-55-6) (régulateur de pH selon Cosing) dans
le cadre de la proposition de classification soumise pour un groupe de composés du
vanadium. La proposition de classification concerne les classes de danger relatives a
la toxicité aigué, les propriétés CMR, la toxicité spécifique pour certains organes cibles
a la suite d’une exposition répétée ou d’'une exposition unique.

Enfin, ’Anses a également mené d’autres travaux d’expertise collective concernant des
substances utilisées notamment dans des produits cosmétiques. Ceux-ci ont fait partie des
produits de consommation pour lesquels des données de concentrations en PFAS ont été
recherchées?,

Des repéres sanitaires (valeurs toxicologiques de référence - VTR) ont également été
proposés pour des substances chimiques utilisées notamment comme ingrédient cosmétique
dont l'aluminium et ses composés inorganiques utilisés comme antiperspirants®* et la
génistéine? utilisée dans les soins de la peau selon Cosling.

Elisabeth Claverie de Saint Martin
MOTS-CLES

cosmetique, reglement, CSSC, évaluation des risques, EHMC, benzophénone-1, acide
salicylique, parabéne de butyle, salicylate de méthyle, DHHB, hydroxyapatite,
prostaglandines, TTO, acide glyoxylique, bakuchiol, acrylic acid, monoester with propane-1,2-
diol, triethyl phosphate, GLDA-Na4, octocryléne, lithium

CITATION SUGGEREE

23 https://www.anses.fr/system/files/ERCA2022-SA-0198-RA.pdf
24 AVIS de I'Anses relatif & I'élaboration de valeurs toxicologiques de référence (VTR) par voies orale et respiratoire,

de VTR interne et de valeur d’'imprégnation populationnelle (VIP) pour I'aluminium et ses composés inorganigues
25 https://www.anses.fr/sites/default/files/VSR2022SA0221RA. pdf
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Avis de I'Anses relatif aux travaux d’expertise realisés en 2025 par ’Agence concernant
I'évaluation et I'expertise des substances et produits cosmétiques régis par le réglement
n°1223/2009 (saisine 2026-MPEX-0023). Maisons-Alfort : Anses, 43 p.

ANNEXE 1

Présentation des intervenants

PREAMBULE : les experts membres de comités d’experts spécialisés, de groupes de travail
ou désignés rapporteurs sont tous nommeés a titre personnel, intuitu personae, et ne
représentent pas leur organisme d’appartenance.

COMITE D’EXPERTS SPECIALISE

m CES « Substances chimiques visées par les reglements REACH et CLP » (cinquieme
mandature, du 1* septembre 2024 au 31 ao(t 2028)

Président
M. Christophe MINIER — Professeur des Universités — Université Le Havre - Normandie.

Vice-présidents
M. Fabrizio PARISELLI — Ingénieur de recherche toxicologue — CNRS.

Mme Sylvie BALTORA-ROSSET — Professeur des Universités (Université Picardie Jules
Verne) — Compétences : chimie analytique et évaluation des risques.

Membres

Mme Isabelle BILLAULT — Maitre de conférences (Université Paris-Saclay) — Compétences :
chimie organique, chimie analytique, propriétés physico-chimiques des substances.

M. Fabien BRETTE — Chargé de recherche (Inserm, Université de Montpellier, CNRS) —
Compétences : physiologie cardiovasculaire, modeles in vitro et in vivo, écotoxicologie,
environnement.

M. Christophe CALVAYRAC — Maitre de conférences (Université de Perpignan Via Domitia) —
Compétences : chimie analytique, devenir environnemental, dégradation biotique et abiotique,
microbiologie, écologie microbienne.

M. Sébastien ELIS — Directeur de recherche (INRAE, Centre Val de Loire, Nouzilly) —
Compétences : biologie de la reproduction (ovaires, ovocytes, meétabolisme lipidique,
bisphénols, reproduction femelle, PFAS).

M. Benjamin EVEN — Maitre de conférences (Université Paris Est - Créteil UPEC) —
Compétences : vieillissement, toxicologie, signalisation cellulaire et moléculaire.

M. Pascal FROMENT - Directeur de recherche (INRAE, Centre Val de Loire, Nouzilly) —
Compétences : biologie de la reproduction (gonades, fonction testiculaire, perturbateurs
endocriniens, modéle aviaire, rongeur, humain).

page 14 /43



Avis de I’Anses
Saisines n° « 2026-MPEX-0023 »
Saisines liées n°2024-AUTO-0079, 2024-AST-0177

Mme Aurore GELY-PERNOT - Maitre de conférences (EHESP-IRSET, Rennes) —
Compétences : biologie de la reproduction, pesticides, toxicologie, santé environnement,
perturbateurs endocriniens.

Mme Laure GEOFFROY - Ecotoxicologue (INERIS) — Compétences : environnement,
écotoxicologie, nanomatériaux, perturbateurs endocriniens.

Mme Aurélie GOUTTE — Maitre de conférences (Ecole Pratique des Hautes Etudes - UMR
METIS - EPHE - Université de la Sorbonne Paris 5) — Compétences : pesticides, résidus
pharmaceutiques, phtalates, perturbations endocriniennes, poissons, transferts des
substances ressources.

Mme Catherine GROSDEMANGE-BILLIARD - Professeur de chimie (Université de
Strasbourg) — Compétences : chimie organique et analytique, analyse de méthode,
antimicrobiens, nanomatériaux.

M. Ludovic LE HEGARAT — Chef d’unité adjoint Toxicologie des contaminants (Laboratoire de
Fougéres — Anses) — Compétences : génotoxicité, toxicologie, valeurs toxicologiques de
référence, hépatotoxicité, métabolisme.

M. Nicolas LOISEAU — Directeur de recherche (INRAE) — Compétences : chimie, toxicologie,
hépatotoxicologie, QSAR, pharmacologie.
M. Jean-Francois MASFARAUD - Maitre de conférences (Université de Lorraine, CNRS) —

Compétences : écotoxicologie/toxicologie, étude de risques, contaminants, appréciation
dangers.

M. Christophe MINIER — Professeur des Universités (Université Le Havre — Normandie) —

Compétences : écotoxicologie, contexte réglementaire, endocrinologie, perturbateurs
endocriniens.

M. Thierry ORSIERE - Ingénieur de recherche HDR (Université Aix Marseille) —
Compétences : toxicologie génétique.

M. Fabrizio PARISELLI — Ingénieur de recherche toxicologue — CNRS - Compétences :
toxicologie, réglementation, santé et sécurité au travail, évaluation des risques.

Mme Cécile QUANTIN — Professeure d’université (Université Paris Sud) — Compétences :
contamination des sols, tracage isotopique, métaux, HAP, géochimie environnementale

Mme Sophie ROBERT — Expert assistance conseil en risques chimiques et toxicologiques en
santé au travail (INRS, Paris) — Compétences : réglementation produits chimiques et biocides,
prévention risques chimiques professionnels, sécurité des travailleurs, études de filiére.

Sylvaine RONGA-PEZERET — Médecin toxicologue, évaluateur de risques sanitaires (EDF -
Service des Etudes Médicales) — Compétences : médecine, toxicologie, évaluation de risques.

Mme Sylvie BALTORA-ROSSET — Professeur des Universités (Université Picardie Jules
Verne) — Compétences : chimie analytique et évaluation des risques.

M. Bernard SALLES - Professeur émérite de I'Université de Toulouse - Compétences :
toxicologie, environnement et santé, cancérogenése, NAMs

Mme Pascale TALAMOND - Ingénieure (IRD, ISE-M, Université de Montpellier 1) —
Compétences : chimie de la biologie, chimie de I'environnement, caractérisation chimique,
biomarqueurs des activités anthropiques.
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Mme Paule VASSEUR - Professeur de toxicologie émérite de I'Université de Lorraine,
chercheur toxicologue écotoxicologue - Compétences : toxicologie, santé publique, santé
environnement, évaluation des risques sanitaires.

Mme Catherine VIGUIE - Directrice de recherche, vétérinaire (INRAE) - Compétences :
endocrinologie, perturbateurs endocriniens, toxicologie, pharmacologie.

PARTICIPATION ANSES

Coordination scientifique

Mme Sandrine CHARLES - Cheffe de projets scientifiques - Unité REACH CLP PE - Direction
de I'évaluation des risques

Contribution scientifique
Mme Sandrine CHARLES — Cheffe de projets scientifiques - Unité REACH CLP PE - Direction
de I'évaluation des risques

Mme Pauline GUILLOU — Cheffe de projets scientifiques — Unité d’Evaluation des Valeurs de
référence et des Risques des Substances Chimiques - Direction de I'évaluation des risques
Mme Léa LAPLANTE — Chargée de projets scientifiques - Unité REACH CLP PE - Direction
de I'évaluation des risques

Mme Alice MATEUS — Chargée de projets scientifiques - Unité REACH CLP PE - Direction de
I'évaluation des risques

Mme Cécile MICHEL — Cheffe de I'Unité REACH, CLP, PE - Direction de I'évaluation des
risques

Madame Rana PIQUARD - Cheffe de projets scientifiques — Unité d’Evaluation des Valeurs
de référence et des Risques des Substances Chimiques - Direction de I'évaluation des risques

Secrétariat administratif

Mme Agnées BRION
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ANNEXE 2 : COMMENTAIRES SOUMIS PAR L’AGENCE

ANSES comments on the SCCS preliminary opinion on the safety of Ethylhexyl
Methoxycinnamate (CAS No. 5466-77-3 / 83834-59-7, EC No. 226-775-7 / 629-661-9) used in
cosmetic products

This SCCS opinion addresses the safety assessment of Ethylhexyl Methoxycinnamate (EHMC). The
conclusion is the following “Having considered the data provided, and the concerns relating to potential
endocrine disrupting properties of EHMC, the SCCS cannot conclude on the safety of EHMC, because
the information provided is insufficient to exclude genotoxicity. In addition, the available evidence also
shows that EHMC is an endocrine-active substance due to clear demonstration of estrogenic activity
and weak anti-androgenic activity both in vitro and in vivo”.

Anses submits the following comments on this opinion.

3.2.1 Dermal/percutaneous absorption
In vitro studies

In vitro percutaneous absorption (human skin)

According to OECD TG 428: “The precise composition of the receptor fluid should be provided.
Adequate solubility of the test chemical in the receptor fluid should be demonstrated so that it does not
act as a barrier to absorption”. These parameters are also highlighted in the SCCS Notes of Guidance
(12t version). In the absence of this information in the SCCS opinion, could you please confirm that the
composition of the receptor fluid and the solubility of the test formulation in the receptor fluid has been
checked? This information is important to validate the reliability of the study.

With regard to the value of the SD deviation (0.17%) compared to the mean value (0.28%) for “epidermis
+ dermis + receptor fluid”, Anses wonders if 2 SD deviations should not be taken into account in the
estimation of the dermal absorption due to high variability.

3.3.2 Calculation of SED / LED

Dermal exposure

The applicant refers several times to the SCCS NoG 11% revision, whereas it should be the 12t revision
of this document (SCCS/1647/22).

3.4.1 Irritation and corrosivity
3.4.1.1 SKin irritation

34 study

The relevance of human data is questionable in view of the EHMC concentrations used (2% and 7.5%
respectively) compared with the 10% concentration of the substance considered in the assessment.
Moreover, patch tests conducted in human subjects are not an adequate method to firmly conclude on
the skin irritation potential of a substance, especially considering that in vitro validated methods exist.

3.4.8 Photo-induced toxicity
Phototoxicity Test in human volunteers

Regarding the SCCS comment on page 68, reference is made to Gongalo 2021 on the phototoxic and
photosensitizing potential of EHMC. However, there is no discussion about the study’s protocol and
results. Could you please provide some details on this publication?
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Anses comments on the SCCS preliminary opinion on the safety of Benzophenone - 1 (CAS No.
131-56-6, EC No. 205-029-4) used in cosmetic products

This SCCS opinion addresses the safety assessment of Benzophenone - 1. The conclusion is the
following: “Having considered the data provided, and the concerns relating to potential endocrine
disrupting properties of Benzophenone-1, the SCCS cannot conclude on the safety of BP-1, because
the information provided is insufficient to exclude genotoxicity.

The available evidence also shows that BP-1 is an endocrine-active substance due to clear
demonstration of estrogenic activity and weak anti-androgenic activity both in vitro and in vivo, and
potential activity against thyroid modality in vitro.”

General comment:

Anses notes that a compliance check was issued by ECHA concerning the REACH registration dossier
in 2022.

The following studies were required:

e Invitro gene mutation study in bacteria (Annex VII, Section 8.4.1.; test method: OECD TG 471,
2020);

¢ In vitro cytogenicity study in mammalian cells (Annex VIII, Section 8.4.2.; test method: OECD
TG 473) or In vitro micronucleus study (Annex VIII, Section 8.4.2.; test method: OECD TG 487);
If negative results are obtained in tests performed for the information requirement of Annex VI,
Section 8.4.1. and Annex VIII, Section 8.4.2., then: In vitro gene mutation study in mammalian
cells (Annex VIII, Section 8.4.3.; test method: OECD TG 476 or TG 490);

e Short-term repeated dose toxicity (28 days; Annex VIII, Section 8.6.1.) to be combined with the
Screening for reproductive/developmental toxicity below;

e Screening for reproductive/developmental toxicity (Annex VIII, Section 8.7.1.; test method: EU
B.63/OECD TG 421 or EU B.64/OECD TG 422) by oral route, in rats

https://echa.europa.eu/documents/10162/b202dbb6-8253-4086-3bb5-7b0e65¢cb2006

The registrant updated its dossier in 2024 with these new studies, including OECD TG 422, OECD TG
473 and an OECD TG 471

https://chem.echa.europa.eu/100.004.574/dossier-view/1f18e4f0-a518-4cab-bb79-
256962c1e936/IUC5-358feb18-f525-4920-aba0-431325ca70e5 e38f8d98-7565-4e63-acda-
56d3c5beabd8?searchText=131-56-6

However, these studies are not described in the SCCS opinion.

3.4.2. Skin sensitization

Anses is of the opinion that no firm conclusion can be reached when only data with BP-1 are taken into
account. Indeed, only one HRIPT is available with this substance. Human sensitization tests are not part
of the recommended methods for the evaluation of skin sensitization of a substance. Instead, the
substance should have been tested according to in vitro methods performed in according to OECD
guidelines. Moreover, the HRIPT was performed at a concentration of 1% which is below than the
concentrations claimed in some cosmetic products.

3.4.4. Repeated dose toxicity and 4.4.5.1. Fertility and reproduction toxicity

As mentioned above, a study performed in 2023-2024 according to OECD TG 422 has been found in
the Reach registration dossier and should be taken into account. The conclusions of the registrants are
the following:
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Under the conditions of the present study, 2,4-dihydroxybenzophenone at 100, 300 and 1000 mg / kg
bw / day by oral gavage did not adversely influence the reproductive performance (gonad function,
mating behaviour, conception, parturition) of Han:WIST rats.

However, the dose-dependently decreased body weight gain of high dose males indicates systemic
toxicity in parental male Han:WIST rats. In addition, the test item caused dose-dependent kidney
hypertrophy in high dose males and females, and may have been the predisposing factor for chronic
progressive nephropathy (CPN) in the high dose males. Therefore, the test item was considered to have
an adverse effect on the kidney in the high dose males.

The pre-natal development of the F1 offspring generation was unaffected. However, the postnatal
development of the F1 offspring was impaired from postnatal day 4 to 13 in the high dose group,
evidenced by considerably decreased body weight and body weight gain of the pups. This effect was
considered adverse in the high dose pups.

Based on these observations the No Observed Adverse Effect Levels (NOAEL) was determined as
follows:

e NOAEL for systemic toxicity of male rats: 300 mg/kg bw/day

e NOAEL for systemic toxicity of female rats: 1000 mg/kg bw/day

e NOAEL for reproductive performance of male/ female rats: 1000 mg/ kg bw/day
e NOAEL for F1 Offspring: 300 mg / kg bw / day

This study also can be used for ED assessment (level 4).

Please note that a dose-range finding 14-day study is also available in the registration dossier (section
7.5.1).

3.4.6. Mutagenicity / genotoxicity

As mentioned above, two additional studies have been found in the Reach registration dossier and
should be taken into account. The results according to the registrant are the following:

- the substance has no mutagenic activity in the Ames test (2023). Please note that this study
does not appear to correspond to the recent OECD TG 471 included in the CSSC opinion
(described on page 33).

- the substance without and with metabolic activation system is considered clastogenic in the
OECD TG 473 study (2023).
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Anses comments on the SCCS preliminary opinion on salicylic acid (CAS/EC No. 69-72-7 / 200-
712-3) — children exposure

This SCCS opinion addresses children’s exposure assessment (3 — 10 years of age) to salicylic acid in
cosmetic products (SCCS/1675/25). The main conclusions are the following:

- a) The SCCS is of the opinion that salicylic acid is not safe when used as a preservative at a
concentration of 0.5% in all cosmetic products listed under conclusion (b), considering its current
restrictions in place.

- b) For purpose other than inhibiting the development of micro-organisms, salicylic is not safe at
the claimed concentrations in cosmetic rinse-off hair products, other selected products used by
children and body lotion

- Reducing the concentration for example to 0.1% in dermal products, would make the use safe
for dermal products and toothpaste

Anses submits the following comments on this opinion.

3.3 Exposure assessment

3.3.1.2. Cosmetic products uses as per Cosmetics Europe 2017 survey
Reference is made to table 7 although the legend of the table is “table 8...”.

It is noted on page 18 line 26, that “liquid make-up foundation and mascara contain the highest amounts
of salicylic acid [...]" that is contradictory to information reported in table 8.

3.3.2. Calculation of SED/LED

Dermal exposure

Anses agrees with the SCCS that extrapolation from exposure data in adults should only remain a
default approach if specific data is not available for a particular product type and/or if the value obtained
iS more conservative.

Table 16:
For shower gel, Anses notes that the number of data for children is very low in Ficheux et Roudot 2017
publication (N < 10 according to table 9) questioning the reliability of the exposure assessment. Instead,

other and higher exposure values are reported by Garcia-Hidalgo et al. 2017 (tables S61 for toddler and
S62 for children) and Gomez et al. 2017 (table 5 of the publication).

For hand soap, exposure assessment is extrapolated from data on shower gel (Ficheux & Roudot,
2017). Same comment applies regarding the low number of data. Moreover, specific data for hand liquid
soap are available in Garcia-Hidalgo et al. 2017.

For shampoo, higher exposure value is available from another publication (Gomez-Berrada et al. 2017).

For hair conditioner, exposure assessment is extrapolated from data on shampoo (Ficheux & Roudot,
2017). But, Anses notes that specific data on conditioner are available in Garcia et al 2017 (Table
S61/62). However, the approach taken by the SCCS seems equivalent or more conservative.

No experimental data is reported for face and hand cream according to table 16. However, specific data
are found in (Garcia-Hidalgo et al. 2017).

In the light of these comments, could you please explain your choices?
References :

Ficheux, Anne-Sophie, et Alain-Claude Roudot. 2017. Exposition de la Population Frangaise aux Produits
Cosmétiques.

Garcia-Hidalgo, E., N. von Goetz, M. Siegrist, et K. Hungerbihler. 2017. « Use-patterns of personal care and
household cleaning products in Switzerland ». Food and Chemical Toxicology: An International Journal Published
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for the British Industrial Biological Research Association 99 (janvier) : 24-39.
https://doi.org/10.1016/j.fct.2016.10.030.

Gomez-Berrada, M. P., A. S. Ficheux, Z. Dahmoul, A. C. Roudot, et P. J. Ferret. 2017. « Exposure assessment of
family cosmetic products dedicated to babies, children and adults ». Food and Chemical Toxicology: An
International Journal Published for the British Industrial Biological Research Association 103 (mai): 56-65.
https://doi.org/10.1016/j.fct.2017.02.024.

3.5.10. Special investigation: endocrine disrupting effects

Preliminary ED assessment of salicylic acid was discussed at the WG Meeting in June 2024 within
Biocidal Regulation. The conclusions were the following:

- “The WG could not agree whether the available information is sufficient for concluding on
meeting the ED criteria for human health’.

- “The WG agreed that the available information is sufficient to conclude that salicylic acid meets
the ED criteria for non-target organisms”.

References:

e https://echa.europa.eu/fr/about-us/who-we-are/biocidal-products-committee/working-groups

3.4 Safety evaluation

More globally, Anses questions the safe use of salicylic acid, even more for children, since various
salicylates (including methyl salicylate, hexyl salicylate etc) are present in many cosmetic products.
Indeed, concerns are raised concerning the aggregated exposure of consumers to salicylic acid (directly
as a cosmetic ingredient but also metabolized from esters) when consumers are exposed to different
cosmetics. This is in line with the call for data to assess the aggregate exposure to salicylic acid from
various salicylic esters used in cosmetic products in the framework of the Cosmetic Product Regulation
(EC) 1223/20092%. Awaiting this assessment, it remains concerns on the safe use of salicylic acid in
cosmetics (even more considering a MOS value close to 100).

26 https://single-market-economy.ec.europa.eu/consultations/call-data-ingredients-used-cosmetic-
products-1_en
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Anses comments on the SCCS preliminary opinion on the safety of Butylparaben (CAS No. 94-
26-8/EC No. 202-318-7) — children exposure

This SCCS opinion addresses children’s exposure assessment to Butylparaben in cosmetic products.
The conclusions are the following:

1) “Based on the safety assessment carried out in consideration of all available information,
including the potential endocrine effects, the SCCS is of the opinion that the use of Butylparaben
as preservative at a maximum concentration of 0.14 % (as acid) in all cosmetic products
included in this exposure assessment is not safe for children between 0.5-1 years, 1-3 years,
3-6 years and 6-10 years when used in combination. With the exception of body lotion, it is safe
in single dermal and oral product categories, when used only in the respective product category.

2) In the SCCS'’s opinion, to be safe for all the childrens’ age groups that were considered, the
maximum concentration of Butylparaben in final products should not exceed 0.028% (as acid).
However, the necessity of a reduction in Butylparaben concentration could be reassessed when
a well-carried out dermal absorption study and better exposure studies specifically tailored to
EU children become available.

3) This Opinion is not applicable to any sprayable product (including mouth spray) that may lead
to exposure of end-user’s lungs by inhalation.”

Anses submits the following comments on this opinion.
3.3.2.3 In use conditions of topical products

Anses agrees with the SCCS that extrapolation from exposure data in adults should only remain a
default approach if specific data is not available for a particular product type and/or if the value obtained
iS more conservative.

Table 9:

For shower gel, Anses notes that the number of data for children 3-6 years and 6-10 years is very low
in Ficheux et Roudot 2017 publication (N < 10 according to table 9) questioning the reliability of the
exposure assessment. Instead, other and higher exposure values are reported by Garcia-Hidalgo et al.
2017 (tables S61 for toddler and S62 for children) and Gomez-Berrada et al. 2017 (table 5 of the
publication).

For hand soap, exposure assessment is extrapolated from data on shower gel (Ficheux & Roudot,
2017). Same comment applies regarding the low number of data. Moreover, specific data for hand liquid
soap are available in Garcia-Hidalgo et al. 2017.

For shampoo, higher exposure value is available from another publication (Gomez-Berrada et al. 2017) for
all age categories.

For hair conditioner, exposure assessment is extrapolated from data on shampoo (Ficheux & Roudot,
2017). But, Anses notes that specific data on conditioner are available in Garcia et al 2017 (Table
S61/62). However, the approach taken by the SCCS seems equivalent or more conservative.

No experimental data is reported for face and hand cream according to table 6. However, specific data
are found in (Garcia-Hidalgo et al. 2017).

In the light of these comments, could you please explain your choices?
References :

Ficheux, Anne-Sophie, et Alain-Claude Roudot. 2017. Exposition de la Population Frangaise aux Produits
Cosmétiques.

Garcia-Hidalgo, E., N. von Goetz, M. Siegrist, et K. Hungerbihler. 2017. « Use-patterns of personal care and
household cleaning products in Switzerland ». Food and Chemical Toxicology: An International Journal Published
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for the British Industrial Biological Research Association 99 (janvier) : 24-39.
https://doi.org/10.1016/j.fct.2016.10.030.

Gomez-Berrada, M. P., A. S. Ficheux, Z. Dahmoul, A. C. Roudot, et P. J. Ferret. 2017. « Exposure assessment of
family cosmetic products dedicated to babies, children and adults ». Food and Chemical Toxicology: An
International Journal Published for the British Industrial Biological Research Association 103 (mai): 56-65.
https://doi.org/10.1016/j.fct.2017.02.024.

3.6 Toxicological evaluation
Irritation and corrosivity

No conclusions have been reported concerning eye irritation. However, contradictory data from in vitro
and in vivo studies were reported in the previous SCCS opinion (SCCS/1651/23).
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Anses comments on the SCCS preliminary opinion on the safety of Methyl salicylate (methyl 2-
hydroxybenzoate) (CAS/EC No. 119-36-8/204-317-7) used in cosmetic products

This SCCS opinion addresses children’s exposure assessment to Methyl salicylate in cosmetic products
(revision of SCCS/1654/23). The conclusion is the following “The SCCS is of the view that, to be
considered safe, the concentration of Methyl Salicylate should not exceed 0.45 % in toothpaste and
0.02% in other products when used in products intended for children of age 0-3 years.”

Anses submits the following comments on this opinion.
3.2.1. Function and uses

In table 1, the maximum concentration of methyl salicylate is set at 2.52% for toothpaste. However, the
methyl salicylate content used for risk assessment in tables 4 and 7 is 2.56%. Please harmonise.

3.2.4 Calculation of SED/LED in children

Dermal exposure

Exposure data are available for children using shower gel, hand soap, shampoo and hair conditioner
from different study sources (Ficheux & Roudot, 2017; Gomez et al., 2013; Gomez et al., 2017; Garcia
et al., 2017). Among these publications, only Ficheux & Roudot (2017) study has been considered in
table 3 of this SCCS opinion. However, for some product types, higher exposure values have been
reported in other publications (see table 5 from Gomez-Berrada et al. 2017 and supplementary table S61
from Garcia-Hidalgo et al. 2017). Could you please explain your choice?

Moreover, for hair conditioner, exposure assessment was extrapolated from data on shampoo (Ficheux
& Roudot, 2017) in table 3 of the SCCS opinion. But, Anses notes that specific data on conditioner are
available in Garcia et al for female toddlers (P95 = 6.8 g/application).

In addition, it is mentioned that “The SCCS has recalculated the aggregate dermal exposure by relying
on the available children-specific data when available, and if not, was based on Skin Surface Area (SSA)
approach”. Anses agrees that extrapolation from exposure data in adults should only remain a default
approach if specific data is not available for a particular product type and/or if the value obtained is more
conservative. However, this does not seem the case for face cream (Ficheux et al. 2016 and Garcia-Hidalgo
etal. 2017) and hand cream (Garcia-Hidalgo 2017).

Finally, Anses notes that according to table A7.2 of the SCCS Notes of Guidance, children are not
supposed to be exposed to lipstick. However, we acknowledge that taking into account this category of
products leads to a worst-case aggregated exposure.

References :

Ficheux, A. S., N. Dornic, A. Bernard, G. Chevillotte, et A. C. Roudot. 2016. « Probabilistic assessment of exposure
to cosmetic products by French children aged 0-3 years ». Food and Chemical Toxicology 94 (ao(t) : 85-92.
https://doi.org/10.1016/j.fct.2016.05.020.

Garcia-Hidalgo, E., N. von Goetz, M. Siegrist, et K. Hungerbihler. 2017. « Use-patterns of personal care and
household cleaning products in Switzerland ». Food and Chemical Toxicology: An International Journal Published
for the British Industrial Biological Research Association 99 (janvier) : 24-39.
https://doi.org/10.1016/j.fct.2016.10.030.

Gomez-Berrada, Marie-Pierre, Anne-Sophie Ficheux, Sonia Guillou, Carole Berge, Dominique de Javel, Alain-
Claude Roudot, et Pierre-Jacques Ferret. 2017. « Consumption and exposure assessment to cosmetic products
for children under 2 years old ». Food and Chemical Toxicology: An International Journal Published for the British
Industrial Biological Research Association 105 (juillet) : 151-60. https://doi.org/10.1016/j.fct.2017.04.011.

Oral exposure
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Bodyweight value is lacking for the 0-6 months age group (4.8 kg) on page 12 line 28 and page 19 line
16.

3.3. Toxicological evaluation
Special investigation: endocrine disrupting effects

Even if the main goal of this opinion is not to reassess toxicological profile of methyl salicylate, Anses
would like to insist that concerns have been raised for salicylates regarding their ED properties.

The SCCS concluded in its opinion on salicylic acid, which is the main metabolite of methyl salicylate,
that “more specific studies using salicylic acid need to be performed to conclude on the ED properties
of salicylic acid.”

Moreover, ED assessment of salicylic acid was discussed at the WG Meeting in June 2024 within
Biocidal Regulation. Minutes would be made publicly available soon. Thus, the impact of this conclusion
should be taken into account for methyl salicylate.

References:

e https://echa.europa.eu/fr/about-us/who-we-are/biocidal-products-committee/working-groups
e Anses. 2021. Substance evaluation conclusion on methyl salicylate

https://echa.europa.eu/documents/10162/6fa86360-6573-cbbe-19d9-a36e30cal97b

3.4 Safety evaluation

Even if the main goal of this opinion is not to reassess toxicological profile of methyl salicylate, Anses
questions the choice of the NOAEL used for safety assessment (75 mg/kg bw/day) as lower NOAEL are
available, and in particular a NOAEL of 50 mg/kg bw/day from a 2-year study.

Reference:

e Anses. 2021. Substance evaluation conclusion on methyl salicylate

https://echa.europa.eu/documents/10162/6fa86360-6573-cbbe-19d9-a36e30cal97b

The NOAEL selected by the SCCS is issued from a 3-generation study performed with methyl salicylate.
Thus, the sentence on molecular adjustment is not applicable (line 9-11 on page 16).

Oral and aggregated exposures

Could you please add summary tables with the MOS obtained considering the concentration proposed
by SCCS for toothpaste (0.45%)?

For example, for aggregated exposure, for infants up to 0.5 years old, Anses does not obtain a safe
margin of safety (see tables below).

Table 1: Intake of methyl salicylate by infants up to 0.5 yr using toothpaste

Amount | Retention Oral Systemic Body | Relative MeS SED
used Factor bioavailability exposure weight daily content | (mg/kg
(g/day) (%) (mg/person/day) | (kg) | &Xposure | (%) bw/d)
(mg/kg
bw/d)
1.92 0.4 100 768 4.8 160.00 0.45 0.72
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Table 2: MoS calculation for dermally applied and oral products (toothpaste) containing methyl salicylate
in infants up to 0.5 yr
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Dermal MeS in Toothpaste (ug/kg Aggregated NOAEL (pg/kg MoS
products (ug/kg bw/d) (ng/kg/d) bw/d)

bw/d)

109 720 829 75000 90.47

More globally, Anses questions the safe use of methyl salicylate, even more for children, since various
salicylates (including salicylic acid, hexyl salicylate etc) are present in many cosmetic products. Indeed,
concerns are raised concerning the aggregated exposure of consumers to salicylic acid (directly as a
cosmetic ingredient but also metabolized from esters) when consumers are exposed to different
cosmetics. This is in line with the call for data to assess the aggregate exposure to salicylic acid from
various salicylic esters used in cosmetic products in the framework of the Cosmetic Product Regulation

(EC) 1223/2009. Awaiting this assessment, a MOS value just above 100.
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Anses comments on the SCCS preliminary opinion on the safety of Diethylamino
Hydroxybenzoyl Hexyl Benzoate -DHHB — S83

(CAS/EC No. 302776-68-7/443-860-6)

This SCCS opinion addresses the safety of the UV filter DHHB due to the presence of DnHexP as a
contaminant. The main conclusions are the following:

1) Taking into account the health concerns associated with DnHexP, the SCCS calculated a
maximum level of 0.026% (260 ppm) for this contaminant in the UV filter DHHB. This applies
when DHHB is used up to 10% in cosmetic products and only if DnHexP is an unavoidable
impurity.

2) The SCCS has noted available information showing that DnHexP was below the level of
detection in several DHHB containing sunscreen products and DHHB sources. The SCCS has
also noted the available information showing that the levels of DnHexP in DHHB can be lowered
down to 1 ppm. Therefore, the SCCS is of the opinion that this trace level (1 ppm) should be
the target for the maximal level of DnHexP as an unavoidable trace impurity in DHHB.

Anses submits the following comments on this opinion.
General comment

Please note that DnHexP is included in a classification proposal for C4-C6 phthalates in the framework
of the CLP regulation prepared by France regarding the endocrine disrupting properties of this
substance for human health and environment. The intention is available at the following link:
https://echa.europa.eu/fr/reqistry-of-clh-intentions-until-outcome/-/dislist/details/0b0236e1892b821d

3.5 safety evaluation (including calculation of the MOS)

Please note that in the two equations indicated p 17, the units for “product amount applied on the skin”
are not the same:

Safe SED = Amount applied on skin in mg x %DHHB x %DnHexP in DHHB x %DermAbs)/Bodyweight
and

Safe fraction of DnHexP in DHHB = 0.025 mg/kg bw/d divided by [product amount applied in ma/kg
bw/d x fraction DHHB allowed in product x fraction DermAbs]

Table 1:

¢ Inthe publication of Ficheux and Roudot, 2017, the amounts of 839 and 981 mg/kg bw/ day are
given for the age ranges < 1 year and 0-3 years respectively. These age range differ from those
indicated in the SCCS opinion: 6-12 months and 1-3 years.

e The full reference for Garcia-Hidalgo et al. 2017 is missing.

Systemic exposure from inhalation:

Would it be possible to add more details about the calculations made to determine systemic exposure
from inhalation?
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ANSES comments on SCCS opinion on hydroxyapatite (nano) — Submission IV

This SCCS opinion addresses the safety of hydroxyapatite (nano) in mouthwash and toothpaste. The
main conclusions are the following:

- Based on the data provided, the SCCS considers hydroxyapatite (nano) safe when used at
concentrations up to 29.5% in toothpaste, and up to 10% in mouthwash.

This conclusion is based on the available evidence, which shows that hydroxyapatite (nano) does not
pose a mutagenic hazard or cytotoxicity or inflammatory effects even when tested at high concentrations
in a buccal mucosa cell model. Any uptake of hydroxyapatite (nano) by buccal mucosa is considered
negligible, and the epithelial cells with internalised particles will be shed out over time as they are
continually replaced. Also, any unintentionally ingested HAP nanopatrticles during the use of oral-care
products will undergo rapid dissolution in the gastric fluid and therefore do not raise any nano-specific
concern over safety.

This safety evaluation only applies to the hydroxyapatite (nano) that have the following characteristics:

- composed of rod-shaped particles of which at least 87% (in particle number) have aspect ratios
equal to or less than 3, and the remaining 13% have aspect ratios not exceeding 9.
- the HAP particles are not coated or surface modified.
Anses submits the following comments on this opinion.

3.2.2 Other studies on toxicokinetics

IN VITRO BIOCOMPATIBILITY AND IRRITATION OF BIOMIMETIC HYDROXYAPATITE
NANOPARTICLES ON HUMAN ORAL EPITHELIUM

Histology (page 33)

It is stated by the applicant that, for the C1 group, the minor changes could be due to histological
processing artefacts, as they were observed exclusively in the lower part of the tissue.

Figure 9 shows a deterioration in epithelial cells after treatment with HAP-nano for concentration C1,
and also more severe changes for C1/512. In the absence of any other explanation, this deterioration
should be attributed to HAP-nano treatment.

However, there is no dose-response relationship between the effects observed and the concentration
of HAP. Do you have any explanation why the response is not linear?
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Histopathology of

100x 500x HOE tissues.
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Figure 9: Representative images of HOE tissues after 48h of treatment with different
concentrations of HAP-NP and the detergent Triton™ X-100 (1%), stained with Haematoxylin-
Eosin. The histopathological scoring scale of the tissues is shown (0, no epithelial changes or
minor epithelial changes; 1, minor epithelial changes; 2, moderate epithelial changes; 3,
marked to severe epithelial changes; 4, total tissue necrosis and/or tissue disintegration).

4. CONCLUSION

In its conclusion, the SCCS considers that the opinion is not applicable to any hydroxyapatite (nano)
that is composed of, or contains, needle-shaped particles.

This seems somewhat inconsistent with the present safety assessment since Anses notes that the HAP-
nano covered by this opinion contains 13% of its particles having needle shapes (aspect ratio between
3 and9).

Even if the specimen of HAP-nano tested does not pose a mutagenic hazard or cytotoxicity or
inflammatory effects when tested at high concentrations in a buccal mucosa cell model, Anses agrees
that needle shaped particles, in particular those responding to the WHO definition of fibers, are
associated with safety concerns.

The third point of the conclusion should be adjusted, to take into consideration that the HAP-nano
covered by this opinion contains up to 13% needle-shapes particles.
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Anses comments on the SCCS preliminary opinion on prostaglandin analogues: ethylamido-
Dihydro-Noralfaprostal (MDN) (CAS No. 155206-01-2) Isopropyl Cloprostenate (IPCP) (CAS No.
157283-66-4) and Dechloro Dihydroxy Difluoro Ethylcloprostenolamide (DDDE) (CAS No.
1185851-52-8)

SCCS main conclusions are the following:

1. In light of the data provided and taking under consideration the concerns raised by the 4 SCCS in
Opinion SCCS/1635/21,

a) does the SCCS consider Ethyl Tafluprostamide safe when used in eyelash and eyebrow products up
to a maximum concentration of 0.018 %?

b) does the SCCS consider Methylamido-Dihydro-Noralfaprostal safe when used in eyelash and
eyebrow products up to a maximum concentration of 0.03 %?

c) does the SCCS consider Isopropyl Cloprostenate safe when used in eyelash and eyebrow products
up to a maximum concentration of 0.005 %?

Having evaluated all the evidence provided by the Applicants to support the safe use of the three
prostaglandin analogues (PGAS) - Isopropyl Cloprostenate, Norbimatoprost and Dechloro Dihydroxy
Difluoro Ethylcloprostenolamide - the SCCS is of the opinion that none of them can be considered safe
for use in cosmetic products intended for promoting the growth of eyelashes and eyebrows.

The SCCS conclusion is based on the potent pharmacological activity of the PGAs, even at low
concentrations, and the lack of acceptable data that would make it possible to exclude any potential
adverse effects resulting from reproductive/developmental toxicity. The latter is crucially important for
PGAs in view that users of the PGA-containing cosmetic products will most likely be young women.

Anses submits the following comments on this opinion.

Anses supports the conclusions of SCCS considering that none of these 3 analogues can be considered
safe for use in cosmetic products intended for promoting the growth of eyelashes and eyebrows.

To address concern regarding the potential adverse effects on the eye, Anses would like to make the
committee aware of a reported case in France following the use of a product containing one of the 3
analogues under evaluation in this opinion (Isopropyl Cloprostenate (IPCP) (CAS No. 157283-66-4)).
You can find details on this case below.

“In February 2025, Anses received a report of a serious undesirable effect (SUE) following the use of
two products: an eyelash serum and an eyebrow serum. The SUE was reported by the responsible
person and concerned a female belonging to the 25-40 age group.

The consumer had experienced a permanent change in her left eye colour, which became darker, and
had also observed a permanent loss of orbital fat in both eyes prior to the appearance of this symptom.
The onset of symptoms was progressive after several months of use of these products.

She used the eyelash serum from November 2022 until June 2024. She applied it once a day to the
base of the lashes on the upper side (like an eyeliner) and started the application on the left eye first,
then on the right eye.

As for the eyebrow serum, she used this product from June 2023 until February 2025. She applied it
once a day on her eyebrows.

The first symptoms appeared during April 2023, i.e., 5 months after the first use of the eyelash serum
and during June 2023, 1 month after the first use of the eyebrow serum.

At the time of reporting (February 2025), the SUE was ongoing.
Regarding the causality assessment, the responsible person considered that:

e the chronology (time between onset of symptoms and use of the product) is compatible.
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e the symptomatology indicates ocular or peri-ocular symptoms following application of the
eyelash serum to the base of the eyelashes and the eyebrow serum to the eyebrows. The
symptomatology is suggestive.

Therefore, the causality was assessed as “likely”, according to the method described in Appendix | of
the SUE reporting guidelines “Causality assessment of undesirable effects caused by cosmetic
products”.

In addition, the responsible person stated that both formulations contain the ingredient ISOPROPYL
CLOPROSTENATE, which may lead to isolated adverse reactions.

Anses asked the responsible person whether similar incidents have been reported with these two
products over the last 3 years in Europe. They responded that two cases (in UK) were reported in 2025.
The first concerns a consumer presenting periorbital fat atrophy symptoms and color change of the iris
from bright blue to dark blue. In this case, the eyelash serum was used for 2 years (2022 to 2024). The
second case concerns a consumer complaining of ocular cysts on upper eyelids following the use of the
eyelash serum for several months. For both cases, the responsible person assessed the causality as

“likely”.
This case is available on ICSMS (information and communication system on market surveillance) (under
GEN250221285941 (eyelash serum) et GEN250221285942 (eyebrow serum).

This case is fully in line with the side effect mentioned in the leaflet accompanying the medicines
containing PGAs, demonstrating the pharmaceutical effect of these substances, confirming therefore
the concerns raised by the SCCS.
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Anses comments on the SCCS preliminary opinion on the safety of Tea Tree Oil (CAS No.
68647-73-4/EC No. 285-377-1)

The Risk Assessment Committee (RAC) published an opinion in February 2024 to classify TTO, among
others, as ‘Reprotoxic of Category 1B (H360Fd). As stated in Article 15(2) of the cosmetic regulation
(1223/2009), “The use in cosmetic products of substances classified as CMR substances, of category
1A or 1B under Part 3 of Annex VI to Regulation (EC) No 1272/2008 shall be prohibited.”. However,
these substances can be used by way of exception if four conditions are fulfilled, one of them being an
assessment conducted by the SCCS ruling on the safe use of the substance in cosmetic products, taking
into consideration the overall exposure from other sources.

Accordingly, a dossier was submitted to the SCCS to defend the safe use of TTO as an ingredient with
anti-seborrheic and anti-microbial function in rinse-off and leave-on cosmetic products.

The SCCS conclusions are the following:

1) “In light of the data provided and taking under consideration the possible classification as
‘Repr. 1B’ under Regulation (EC) No 1272/2008 (CLP Regulation) and the conditions laid out in
Article 15 (2) (d) of the Regulation (EC) No 1223/2009, does the SCCS consider TTO safe when
used as an anti-seborrheic and anti-microbial agent in rinse-off and leave-on cosmetic products
up to the maximum concentrations provided by the applicant?

The SCCS considers the use of Tea Tree Oil (TTO) as an anti-seborrheic and anti-microbial agent safe
up to the maximum concentration of 2.0% in shampoo, 1.0% in shower gel, 1.0% in face wash and 0.1%
in face cream. The assessment has considered all available data, a possible classification as ‘Repr.1B’
under Regulation (EC) No 1272/2008, the conditions laid out in Article 15 (2) (d) of the Regulation (EC)
No 1223/2009, as well as the aggregated exposure from cosmetics and non-cosmetics uses of TTO.

This Opinion is only applicable to:
. TTO with chemical composition that conforms to the updated International Standard (ISO
4730:2017) in the intended final cosmetic products.

. the use of TTO in the intended dermally applied cosmetic products, and not in aerosolised or
sprayable products that may give rise to inhalation exposure of the consumer.

2) Alternatively, what is according to the SCCS, the maximum concentration considered safe for
use of TTO in cosmetic products?

/

3) Does the SCCS have any further scientific concerns regarding the use of TTO in cosmetic
products?

Based on the data provided, TTO is a moderate skin sensitiser.

The submission did not provide any data on the stability of TTO under the conditions of storage and
use. Since the chemical composition of TTO may change due to exposure to light, heat, air and /or
moisture, it is not clear how TTO will be stabilised in the final cosmetic products to prevent
degradation/transformation of the components. The SCCS is therefore of the opinion that stability of
TTO must be maintained in the final cosmetic products so that the components remain within the
specifications of the updated 1SO 36 4730:2017 standard.

The SCCS mandate does not address environmental aspects. Therefore, this assessment has not

covered the safety of TTO for the environment.”

Anses thanks the SCCS for sharing its opinion. Anses submits the following comments on this opinion,
according to the different sections.
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General comment:

Anses would like to point out that the opinion refers to different appendixes, but they are not available.
Thus, Anses has not been able to assess many of the statements contained in the document.

It is unclear which part of the opinion comes from SCCS evaluation and those that are a copy/paste of
a document provided by the applicant.

2. Mandate from the European Commission

The background of the substance and the request made by the European Commission are specified in
this section.

In the mandate from the European Commission, it is mentioned that “Tea Tree Oil (TTO) (CAS/EC No.
68647-73-4 /285-377-1) is known with the INCI name ‘Melaleuca Alternifolia Leaf Oil'. However,
according to the Coslng database this extract is also associated to the CAS numbers 8022-72-8.

Moreover, it is mentioned that the functions reported for Melaleuca Alternifolia Leaf Qil are “antioxidant,
skin conditioning, antimicrobial and perfuming”. Nevertheless, the indicated functions for this extract in
Cosing are antioxidant, fragrance, skin protecting, perfuming and skin conditioning-miscellaneous.
Cosing does not report that Melaleuca Alternifolia Leaf Oil has antimicrobial properties. Among the
various INCI names available for Melaleuca Alternifolia, only “Melaleuca alternifolia leaf water” is
associated with anti-sebum and antimicrobial properties (Cosing). Function(s) of the substance should
be clarified within section 3.3.1 “function and uses”.

3.1.1.4 CAS/EC number
Anses understands that the information presented here have been provided by the applicant.
Anses comment:

The link to ECHA website does not work. Could you please check?

3.1.1.5 Structural formula

The applicant has provided information according to the composition of TTO in this section. The SCCS
has added a comment in order to clarify the identity of TTO assessed in this opinion.

Anses comments:

Both applicant and SCCS has made several times references to the International Standard ISO
4730:2017. However please note that a new version has been published in June 2025 (ISO 4730:2025).
It cancels and replaces the previous edition.

Under cosmetics Regulation, Melaleuca alternifolia exists under various hames (10 according to the last
version of the glossary, 2025) and CAS numbers (4 according to CosIng).

According to this opinion: “SCCS has considered that the essential oil assessed in this Opinion is that
extracted from Melaleuca alternifolia (Maiden et Betche) Cheel or Melaleuca linariifolia with CAS
identifiers as either 68647-73-4 or 85085-48-9, and that it conforms to the specifications given in the
updated standard ISO 4730:2017".

Other CAS numbers are available for Melaleuca alternifolia according to Cosing: 8022-72-8 (Melaleuca
alternifolia leaf oil) and 84238-27-7 (Melaleuca alternifolia flower / leaf /stem extract). Could you please
clarify if these CAS numbers are covered / not covered by the opinion?

Moreover, could you specify which INCI names for Melaleuca Alternifolia set in the glossary are covered
(entries 16111-16120)7?
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3.1.5 Impurities / accompanying contaminants

Under this section, the information concerning Methyl eugenol content provided by the applicant have
been reported. The SCCS has provided a comment comparing the level of methyl eugenol present in
TTO and its levels restricted under Annex Il of the Regulation 1223/2009.

Anses comment: Table 14 provided by the applicant contains a reference to the Appendix 5. It seems
that we do not have access to the Appendix which are not provided at the end of the opinion. The
concerned information cannot therefore be checked.

3.1.9 Homogeneity and Stability
Only a SCCS comment has been provided on TTO’s stability in this section.

Anses comment: Protection against light, heat, air, and/or moisture is of high importance as oxidation
of the various terpenes occurs when TTO is exposed to oxygen, light and higher temperatures. Oxidized
terpenes can cause skin allergies. Indeed, according to SCCP (2008), “when formulating Tea Tree Oil
in a cosmetic product, companies should consider that the sensitisation potential increases if certain
constituents of the oil become oxidized”.

Therefore, ANSES emphasizes the need of clear specifications according to the maintenance of TTO’s
stability in final cosmetic products. For instance, the Federal Institute for Risk Assessment (BfR 2003)
recommended that “cosmetic products containing tea-tree oil should be protected from light and
admixed with antioxidants in order to largely avoid the oxidation of the terpenes”. Also, in 2002 the
European Cosmetic Toiletry and Perfumery Association (COLIPA) recommended that “To reduce the
formation of these oxidation products, manufacturers should consider the use of antioxidants/or specific
packaging to minimise exposure to light” (COLIPA 2002).

References:

e BfR. 2003. « Use of undiluted tea-tree oil as a cosmetic, Opinion of the Federal Insitute for
Risk Assessment (BfR) ».

e COLIPA. 2002. « COLIPA Recommendation N°12 Use of Tea Tree Qil in Cosmetic
Products ».

e SCCP. 2008. « SCIENTIFIC COMMITTEE ON CONSUMER PRODUCTS SCCP Opinion on
Tea Tree Oil Adopted during the 18th plenary meeting of 16 December 2008 ».

3.2.1 Dermal / percutaneous absorption

The applicant’s conclusion and interpretation on dermal absorption studies are reported in this section.
This is followed by a comment from the SCCS accepting the applicant's measured values for dermal
absorption.

Anses comment:

The dermal absorption study was carried out with formulations containing 1.25 to 5%. In comparison,
the registrants claim products containing much lower concentrations of TTO (ex. 0.1% in face cream).
Could the SCCS discuss and justify the relevance of the results of this study to these formulations?

It is indicated several times in the opinion that the essential oil assessed, TTO, conforms to the
specifications given in the updated standard ISO 4730:2017 (now revised by version 4730:2025).
However, on the three measured formulations containing TTO reported in table 5, two of them revealed
a higher percentage for one of the constituents of TTO (terpinene-4-ol or terpinolene) than those
expected according to 1SO standards. This questions about the ability to provide an essential oil
compliant with the requirements and shows that the composition of the tested oil should be specified
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and compared to the authorized concentrations. The quality of the essential oil is directly related to its
safety.

The OECD guideline No 428, as well as the SCCS Notes of Guidance (SCCS/1647/22), specifies that
an adequate solubility should be demonstrated in order to measure the absorption correctly and validate
the reliability of the study. However, no information is provided regarding to the solubility of the test
chemicals in the receptor fluid.

References:

OECD (2004), Test No. 428: Skin Absorption: In Vitro Method, OECD Guidelines for the Testing of
Chemicals, Section 4, OECD Publishing, Paris.

e OECD (2004), Guidance Document for the Conduct of Skin Absorption Studies, OECD Series
on Testing and Assessment, No. 28, OECD Publishing, Paris.

e The SCCS Notes of Guidance for the testing of cosmetic ingredients and their safety evaluation
12th revision (SCCS/1647/22).

3.3.1 Function and uses

Under this section, the reported information seems to be provided by the applicant. However, there is
no comment from the SCCS. Should we understand that the SCCS agrees with all the information in
this section?

Anses comment: It is mentioned that “The primary function defended for Tea Tree Qil in the indicated
cosmetic products is with natural anti-microbial function”. However, as mentioned above, no reference
is made in the Cosing database to Melaleuca Alternifolia Leaf Oil's antimicrobial function. Only
“Melaleuca alternifolia leaf water” is associated with anti-sebum and antimicrobial properties according
to Coslng. In contrast, other functions are set for Melaleuca Alternifolia Leaf Oil in CoslIng: antioxidant,
fragrance, skin protecting, perfuming and skin conditioning-miscellaneous. Anses therefore points that
function(s) of the substance should be clarified.

Concerning the mode of action of TTO, the SCCS opinion refers to the EU Regulation 96/335/EC. This
is an older version of the glossary of common ingredient names for use in the labelling of cosmetic
products whose latest version dates from June 2025 and repeals the previous ones. Reference to this
document is therefore outdated.

In vitro data:

Minimal inhibitory concentration (MIC) of 0.125% has been reported for TTO by Cox et al. 2000. This
study was conducted on the species C. albicans. It should be noted that the most prevalent species
involved in seborrheic dermatitis and reported in the literature is Malassezia furfur and consequently it
is the most relevant species to consider in this context (Piacentini et al. 2025).

In this opinion, it is indicated “Malassezia furfur was most susceptible to TTO even at the low
concentration of 0.5% (Nenoff, 1996)". Anses notes that other MICs for TTO are available in the literature
(Hammer, Carson, and Riley 2000). In this publication, the MICs range from 0.03% to 0.12% (v/v) using
the broth dilution method and from 0.12% to 0.25% using the agar dilution method. The minimum
fungicidal concentrations (MFCs) reported range from 0.5% to 1% (v/v). This study is however
associated with some deficiencies (no control, no graphs...). This publication should be reviewed by the
SCCS and the reasoning to include it or not explicitly mentioned.

Clinical data:

It should be noted that the studies reported in the SCCS opinion and assessing an efficacy of TTO-
based formulations in the improvement of seborrheic dermatitis have been conducted at concentrations
of 5% of TTO. Please note that another study with similar objective is available in the literature: Bassett
et al. 1990. This publication should be reviewed by the SCCS and the reasoning to include it or not
explicitly mentioned.
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Overall, from Anses point of view, these studies do not allow to argue about TTO’s efficacy at
concentrations defended in the opinion, ranging from 0.1% to 2% in cosmetic products. SCCS opinion
should clarified how the available data allows to do so. Moreover, Satchell et al. 2002 and Roy et al.
2014 cited in the opinion did not precise the complete composition of TTO-based products, not allowing
to exclude the role of another constituent in the effect observed. The uncertainties on the conclusions
should be transparently discussed.

Finally, the information submitted in this opinion concerning the “in-use study under dermatologist
control” does not allow to highlight an efficacy /mode of action of TTO, in the absence of details on the
clinical evaluation (the Appendix 3 is not available). The core of the opinion should allow to understand
the added value of this study and its limits.

References:

e Bassett, I. B., D. L. Pannowitz, et R. S. Barnetson. 1990. « A Comparative Study of Tea-Tree
Oil versus Benzoylperoxide in the Treatment of Acne ». The Medical Journal of Australia 153
(8): 455-58. https://doi.org/10.5694/j.1326-5377.1990.tb126150.x.

e Commission implementing decision (EU) 2025/1175 of 16 June 2025 laying down rules for the
application of Regulation (EC) No 1223/2009 of the European Parliament and of the Council as
regards the glossary of common ingredient names for use in the labelling of cosmetic products
and repealing Commission Implementing Decision (EU) 2022/677.

e Cox, S.D., C. M. Mann, J. L. Markham, H. C. Bell, J. E. Gustafson, J. R. Warmington, et S. G.
Wyllie. 2000. « The mode of antimicrobial action of the essential oil of Melaleuca alternifolia (tea
tree oil) ». Journal of Applied Microbiology 88 (1) : 170-75. https://doi.org/10.1046/].1365-
2672.2000.00943.x.

e Hammer, K. A, C. F. Carson, et T. V. Riley. 2000. « In Vitro Activities of Ketoconazole,
Econazole, Miconazole, and Melaleuca Alternifolia (Tea Tree) Oil against Malassezia Species
», Antimicrobial Agents and Chemotherapy 44 (2): 467-69.
https://doi.org/10.1128/AAC.44.2.467-469.2000.

e Piacentini, Francesca, Emanuela Camera, Anna Di Nardo, et Maria Lucia DellAnna. 2025.
« Seborrheic Dermatitis: Exploring the Complex Interplay with Malassezia ». International
Journal of Molecular Sciences 26 (6) : 2650. https://doi.org/10.3390/iims26062650.

e Roy, A., B. Tavakolifar, H. F. Huseini, P. Tousi, N. Shafigh, et M. Rahimzadeh. 2014. « Efficacy
of Melaleuca alternifolia Essential Oil in the Treatment of Facial Seborrheic Dermatitis: A
Double-blind, Randomized, Placebo-Controlled Clinical Trial ». Journal of Medicinal Plants,
septembre. https://www.semanticscholar.org/paper/Efficacy-of-Melaleuca-alternifolia-
Essential-Oil-in-Roy-Tavakolifar/3f6f2faaf1923650a4aldcle2f99c088abaed3cd.

e Satchell, Andrew C., Anne Saurajen, Craig Bell, et Ross StC. Barnetson. 2002. « Treatment of
dandruff with 5% tea tree oil shampoo ». Journal of the American Academy of Dermatology 47
(6) : 852-55. https://doi.org/10.1067/mjd.2002.122734.

3.4. Calculation of SED / LED

Anses has some questions related to its understanding of the process, that is to say allowing the use of
a substance that might become CMR1. Those questions are provided to clarify how this process is
applied and how safe use of a CMR1 ensured by the Commission responsible Services.

In particular, we understand from line 12-19 page 39 (“SCCS comment”) that the exposure assessment
has been prepared by the applicant. However, it is unclear if the SCCS has checked all exposure
calculations, in particular for non-cosmetic sources (“the SCCS agrees with the Applicant’s calculation
of exposure from different cosmetic product categories and, on principle, with the aggregated exposure
from cosmetic and non-cosmetic sources of consumer exposure”).

It seems not aligned with the process described on the NoG 12t revision: “14. Subsequently, the
procedure for the exchanges of data between the relevant entities can be started as regards to the
overall exposure assessment by the SCCS (condition d). Requests for data sharing with the relevant
EU Agencies (ECHA, EFSA and EMA3°) should be initiated and managed by the SCCS Secretariat. On
a case-by-case basis, the Commission responsible Services can, where relevant, ask for data to
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Member States or third countries.” and “17. The extraction of relevant data from REACH dossiers and
their processing to establish aggregated exposure levels should be completed by the designated SCCS
expert within the secure room of the Commission responsible Services and in accordance with all
applicable security rules. In case an evaluation of the CMR substance has already been completed
under REACH, exposure levels that have been established can also be used straightaway where
appropriate.”

In general, we wonder if this is compatible with the anti-trust laws? The opinion would profit more
transparency on the assessment provided. Completeness of the exposure data should also be checked
in order to ensure that all possible TTO uses are well covered.

3.4.1 Dermal route (cosmetic exposure)

Under this paragraph, the applicant has calculated TTO’s systemic exposure dose (SED) for shampoo
(2%), shower gel (1%), face wash (1%) and face cream (0.1%) via dermal route. There is no SCCS
comment on this part, suggesting that the SCCS agrees with the calculations.

Anses comment: Regarding the calculated E product for the face wash in Table 16, it is based on the
data collected by Ficheux et al. 2016. This study identified an application amount of 6.861 g per
application for face wash (P95 adult women). This amount is associated with a frequency of two
applications per day and not 1 application per day. Thus, the final E product value for face wash should
be 2.29 mg/kg bw/day and the systemic exposure dose (SED) 0.0029 mg /kg bw/day.

Furthermore, Loretz et al. 2008 reported an amount of product applied of 5.89 g per application (P95)
for facial cleanser, lathering and non-lathering, and 2.4 applications per use day (P95). Taking into
account the amount of product and the frequency, a final E product (and SED) would be higher when
using this publication. Therefore, could you explain why you have retained data from Ficheux et al. 2016
and not Loretz et al. 2008?

It seems that there is a mistake in Table 17. The sum of SED values should be 0.0144 mg /kg bw/day,
rather than 0.144 mg /kg bw/day.

References:

Ficheux, A. S., G. Chevillotte, N. Wesolek, T. Morisset, N. Dornic, A. Bernard, A. Bertho, et al. 2016.
« Consumption of cosmetic products by the French population second part: Amount data ». Food and
Chemical Toxicology 90 (avril) : 130-41. https://doi.org/10.1016/].fct.2016.02.008.

Loretz, L. J., A. M. Api, L. Babcock, L. M. Barraj, J. Burdick, K. C. Cater, G. Jarrett, et al. 2008.

« Exposure data for cosmetic products: facial cleanser, hair conditioner, and eye shadow ». Food and
Chemical Toxicology: An International Journal Published for the British Industrial Biological Research
Association 46 (5) : 1516-24. https://doi.org/10.1016/j.fct.2007.12.011.

3.4.2 Inhalation route

Under this paragraph, the applicant has calculated TTO’s systemic exposure dose (SED) for shampoo,
shower gel, face wash and face cream via inhalation route due to the high volatility of its constituents.
There is no SCCS comment on this part, suggesting that the SCCS agrees with the calculations.

Anses comment: As described in the SCCS NoG section 3-3.5.4.1 Calculation of the inhalation SEDinn
(SCCS/1647/22), inhalation can occur after volatilization of a dermally applied substance. As mentioned
in the opinion, TTO presents a high Log Pow, a high vapour pressure and its constituents are expected
to be volatile. The SCCS NoG provides, accordingly, information to calculate inhalation exposure
(SEDimn) to a substance after volatilisation (equation 6, section 3-3.5.4.1 on page 44 of the NoG). This
approach is distinct from that considering an exposure after spraying using the boxes models.

Could the SCCS opinion explain why the one-box model (applicable for spray or aerosol products) was
used to adjust the amount obtained with the equation 6 of the NoG related to volatilization of dermally
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applied substance (last column of Table 18). Our understanding of the SCCS NoG is that results from
equation 6 would be used directly to estimate inhalation exposure (SED)?

3.4.3 Aggregated exposure calculations for non-cosmetic uses

This section includes the applicant’s calculations for aggregated calculation. Non-cosmetic uses have
been considered in the calculation of the overall exposure to TTO in cosmetic products. It concerns uses
under REACNh, uses as herbal medicine, uses as an active ingredient in plant protection and uses as
food flavouring agent. Dermal, oral and inhalation routes have been considered. Except for Reach
dossier, provided by the Lead Registrant Naturally Innovative Limited, references have been made to
public documentation. The SCCS has provided a comment on this section mentioning that they agree
with the applicant’s calculation.

Anses comments:

Dermal route

e Concerning non cosmetic uses under Reach

The data from REACh CSR are provided by the lead registrant. As the CSR is not publicly available,
calculations made to obtain the external values should be detailed in the SCCS opinion (model used,
selected parameters etc). Moreover, it is unclear if modelisations were assessed by the SCCS before
taking those data as granted. If not done so, it should be clearly explained in the SCCS opinion as a
major source of uncertainty. Overall, it is not possible to assess the relevance of the SED set in table
19.

Moreover, the uses covered by REACH are not explicit. For example, it is unclear if ambient air
cleaning/perfuming products are covered. In addition, we wonder how DIY cosmetics, DIY detergents
are covered. It is a practice that developed these last years, in particular for cosmetics including
essential oils. It should be taken into account. Moreover, certain essential oils are made available to
consumers undiluted. Clarification of uses considered here would be appreciated in order to confirm that
all possible exposures to TTO and products containing TTO are well taken into account.

It is also noted that “Worker exposure for formulation, repacking and industrial uses in EU was excluded
since worker only present a small population which are obliged to use personal protective cloth like
gloves and respiratory protection and exposure per PROC is low and risk is controlled under REACH”.
The fact that they only represent a small population should not be used as an argument to exclude them
from the calculations. It should be ensured that no risk is demonstrated for all populations.

e Concerning the herbal medicine use

It is indicated that indication 2 (small boils) is more common than indications 1 (small wounds or insect
bites) and 3 (irritation due to tinea pedis) without any justification. Therefore, only exposures related to
indications 1 and 4 (oromucosal use) were calculated. However, evidence should have been provided
to support this assumption. Otherwise, exposure to the four indications described in the EMA monograph
should be taken into account in the calculation.

Indication 2:

It is mentioned that “The use of a preparation containing 10% TTO is more common that the application
of pure essential oil to boils using a cotton bud and is therefore assessed below”. Could you please
provide argumentation to justify this sentence? As the dermal application of pure essential oil is one of
the treatments described in the EMA monograph, this should therefore be considered, in order to take
into account all possible exposures.

The EMA monograph indicates 1 to 3 applications per day. Thus, in order to cover a worst case, and as
explained in the exposure scenario used, 3 applications per day should be used instead of 2. If not the
case, an explanation of this deviation should be provided.

Indication 4:
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It is mentioned that “It can be assumed that a person will use the mouthwash probably 3 times per year
for 5 days”. Could you please specify what evidence allow to support this claim?

e Concerning non-cosmetic uses as active ingredient in plant protection

It is not clear why dermal exposure to hon-cosmetic uses as active ingredient in plant protection
are not taken into account. This is relevant for operators, workers, bystander and residents who can
also be exposed to TTO as consumers of cosmetic products. These populations should be considered,
except if scientific rationale is provided to exclude these exposures.

Oral route

Concerning the use as food supplement, it is indicated that Anses “[...] reported the use of up to 178
mg TTO/day (6 drops) as food supplement for adults in France”. However, it should be noted that it is
only based on one example of tea tree essential oil and its posology (Arkopharma) available on the
French market. Could you please justify how this posology is representative of a daily intake of TTO in
all food supplements available on the EU market since the proposed dosages (number of drops per day,
dilution...) can vary. Moreover, Anses report mentions that consumer exposure can depend on the size
of the drops delivered by the dropper bottles.

Inhalation route

Anses raises here the same comments as made under the section “dermal route” for plant protection
Regulations.

Aggregated SED for cosmetic and non-cosmetic uses

As described above, several parameters need to be clarified or refined in SED calculations for cosmetic
and non-cosmetic uses. In this context, the overall aggregated SED value also needs to be rechecked.

Concerning children exposure, the Appendix are not provided in the opinion. Thus, it was not possible
to assess the calculation and the results.

3.5.1. Irritation and corrosivity

Data related to irritation and corrosivity has been provided by the applicant. The SCCS has concluded
that TTO is not irritating to skin and eye at use levels in the intended cosmetic products.

Anses comment:

The SCCS conclusion should also take into account that RAC has concluded that TTO should be
classified as Skin Irrit 2 (information not reported in this opinion).

3.5.2 Skin sensitization

Under this section, the newly available toxicological data and those included in previous opinions of
SCCP (2004 and 2008) concerning TTO’s skin sensitisation have been reported and discussed by the
applicant. The SCCS has added comments at the end of the section to conclude that TTO is a moderate
skin sensitiser.

Anses comment: The COLIPA (COLIPA 2002) recommended not to use TTO in cosmetic products in a
concentration greater than 1% oil being applied to the body and to take into account the potential of
sensitisation of certain constituents of the oil.

The BfR also recommended to limit the concentration of TTO in cosmetics to 1% (BfR 2003). In addition,
it is stated that “In the presence of atmospheric oxygen but also when exposed to light and higher
temperatures, oxidation processes occur leading to the formation of peroxides, epoxides and
endoperoxides which have a sensitising potency and may trigger allergic skin reactions”. In fine, the BfR
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concludes that “Tea-tree oil as a natural ingredient in cosmetic products [...] In principle, a health risk
from such substances cannot be excluded.”

In the former SCCP opinion (SCCP 2008), it was noted that “/t is not fully understood which of the
constituents is responsible for sensitisation. Terpinolene, a-terpinene, a sesquiterpenoid fraction,
limonene and/or oxidative degradation products like ascaridole, 1,2,4-trihydroxymenthane, peroxides
and epoxides have been discussed. In one study, oxidised Tea Tree Qil was shown to be 3 times more
potent than fresh oil. The sensitising potency may also be influenced by the content of irritants such as
p-cymene and 1,8-cineole”. In order to be in agreement with the information presented in the RAC
opinion, it can be added that a-Terpinene and Limonene have been classified as Skin Sens. 1.

All these elements should be considered with regard to:
- the claimed uses of cosmetic products containing up to 2% of TTO
- the fact that it is not clear how TTO will be stabilised to prevent degradation/transformation of
the components in final products (section 3.1.9 of this SCCS opinion)
- the fact that the SCCS cannot evaluate the QRA performed by the applicant.

In the absence of more in-dept argumentation, Anses considers that the risk of skin sensitization cannot
be ruled out, in particular for products containing more than 1% of TTO.

References:

e BfR. 2003. « Use of undiluted tea-tree oil as a cosmetic, Opinion of the Federal Institute for Risk
Assessment (BfR) ».

e COLIPA. 2002. « COLIPA Recommendation N°12 Use of Tea Tree Oil in Cosmetic Products ».

e SCCP. 2008. « SCIENTIFIC COMMITTEE ON CONSUMER PRODUCTS SCCP Opinion on
Tea Tree Oil Adopted during the 18th plenary meeting of 16 December 2008 ».

3.5.3.3 Acute inhalation toxicity

Newly data concerning acute inhalation toxicity of TTO have been reported by the applicant, followed
by a comment from SCCS concluding that TTO is not intended to be used in cosmetic products that
could give rise to inhalation exposure of the consumer.

Anses comment: It is concluded that “The SCCS notes that TTO is not intended to be used in cosmetic
products that could give rise to inhalation exposure of the consumer”. However, this statement is not
completely true as consumers can be exposed by inhalation after volatilization of dermally applied TTO.
Moreover, it should be added that even if the substance is not meant to be included in sprays or aerosols,
the inhalation to vapours of TTO has been considered in the calculation of SED for the dermally applied
cosmetic products due to TTO’s high Log Pow, high vapour pressure and the volatility of its constituents.
SCCS should discuss the conditions of acute toxicity via inhalation of TTO’s vapour and ensure those
conditions do not occur.

3.5.8 Photo-induced toxicity

Under this section, the applicant has reported that according to the information presented in the
Combined Draft Renewal Assessment Report, a phototoxicity study with TTO is not needed. The SCCS
has commented that the applicant’s reasoning is accepted.

Anses comment: COLIPA’s recommendations should be reminded: “...] When formulating Tea Tree Oil
in a cosmetic product, companies should consider that the sensitisation potential increases if certain
constituents of the oil become oxidised. To reduce the formation of these oxidation products,
manufacturers should consider the use of antioxidants and/or specific packaging to minimise exposure
to light’.

3.5.9 Human data

The applicant has reported human data concerning nutrivigilance and pharmacovilance in this section.
This has not been commented by the SCCS, suggesting that they agree with the applicant’s conclusion.
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Nutrivigilance
Anses Comment:

This section makes reference to the Anses report. The paragraph in the opinion concludes that “all these
assessments have the following in common: Despite oral use of TTO in large doses over long periods
of time, none of the described effects had an impact on fertility and development”.

Anses reminds that vigilance systems are useful to detect acute effects but that it is unlikely to report
(sub)chronic effects. The absence of effects on fertility and development from vigilance systems cannot
be used as evidence of a lack of such effects. These types of effects are mainly observable from animal
studies.

In addition, Anses reminds the conclusions of the report (Anses, 2020), namely:

- The existence of a health risk depending on, among others, Terpinen-4-ol and Methyl eugenol
contents in Melaleuca essential oils;

- The lack of specific data concerning risks related to the consumption of Melaleuca essential oils
by oral route for children and pregnant or breastfeeding women. Anses does not recommend
their consumption by these vulnerable populations

Reference:

Anses. 2020. « Avis de I'Anses relatif a l'utilisation d’huiles essentielles de Melaleuca dans la
composition des compléments alimentaires ». https://anses.fr/fr/system/files/INUT2018SA0096.pdf.

3.5.10 Special investigations

Under this section, the applicant has discussed the reproductive toxicity studies which led the RAC to
propose a classification for TTO as ‘Reprotoxic of category 1B (H360Fd)’. The SCCS has added a
comment on the overall assessment on assessment on fertility, reproduction and developmental toxicity
concluding that they agree with the NOAEL retained by the applicant for the MOS assessment.

Anses comment:

It is noted: “based on these findings, there is strong evidence that no reproductive effects are likely to
occur by the realistic routes of exposure and no classification for reproductive effects is therefore
warranted.” The source of this statement is not clear. In addition, it seems inappropriate to Anses that
this document re-opens discussions on the relevance of reprotoxic properties of TTO to humans. The
RAC is the relevant committee for hazard properties and its opinion is to classify TTO as ‘Reprotoxic of
Category 1B (H360Fd)’. For simplification and clarity, processes should not be mixed-up.

3.6 Safety evaluation

The Margin of Safety (MoS) calculation performed by the applicant has been reported in this section,
taking into account the different SED obtained in the exposure assessment for cosmetic and non-
cosmetic products. The applicant’s conclusions are reported, followed by a SCCS comment that among
others accepts the applicant’s calculations.

Anses comment: Based on the comments set in section 3.4.3, SED values might be updated for the
final calculation of Margins of Safety.

Moreover, as mentioned in the opinion according to the target consumer group for TTO-based products,
children shouldn’t use TTO. However, it is said that “children and adolescent will use these cosmetic
products occasionally “. Anses would like to recall that given that children in infancy, adolescents and
young adults are commonly affected by seborrheic dermatitis (Piacentini et al. 2025), this use will
probably be more than occasional. It is unclear from the document if the frequency of the exposure of
these vulnerable population has been taken into account. This should be clarified. In addition, specific
provisions should be implemented to avoid repeated exposure to those vulnerable populations to these
cosmetic products.

Taking into account;
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- the uncertainties raised on exposure calculations for cosmetic uses (in particular concerning the
inhalation),
- the uncertainties raised for non-cosmetic uses, in particular:

o it is not possible to ensure that all populations are considered (ex. workers not
considered for REACH and phytopharmaceutical uses),

o itis not possible to ensure that all potential exposures are considered (ex. uses covered
by REACH not explicit, selection of particular medical indications)

o some exposure values as provided by REACH dossiers cannot be independently
checked by authorities and might be underestimated (ex. as noted by the SCCS for
medicines on line 15 page 74),

o the Anses conclusion on TTO as food supplement (existence of a health risk depending
on, among others, Terpinen-4-ol and Methyl eugenol contents in Melaleuca essential
oils,

o itis not clear how the risk for vulnerable populations is assessed with regards to Article
15-2 (ex. pregnant women). For example, in its opinion related to TTO as food
supplement, Anses notes the lack of specific data concerning risks related to the
consumption of Melaleuca essential oils by oral route for children and pregnant or
breastfeeding women. Anses does not recommend their consumption by these
vulnerable populations,

- the obtained MOS close to 100,

it seems unrealistic to conclude firmly on the safe use of TTO as a cosmetic ingredient.

Reference:

- Piacentini, Francesca, Emanuela Camera, Anna Di Nardo, et Maria Lucia Dell’Anna. 2025.
« Seborrheic Dermatitis: Exploring the Complex Interplay with Malassezia ». International
Journal of Molecular Sciences 26 (6) : 2650.

4. Conclusion

Identity of the substance

It is noted that this opinion is only applicable to TTO with chemical composition that conforms to the
updated International Standard (ISO 4730:2017) in the intended final cosmetic products. As Melaleuca
alternifolia is associated with several CAS identifiers and INCI names, it should also be useful to clearly
specify in the SCCS conclusion which INCI hames and CAS numbers are covered / not covered in this
opinion. In this context, it is not clear how the INCI names and CAS numbers not covered by the SCCS
opinion will be managed within Cosmetic Regulation. Moreover, the compliance to the last version of
ISO standard (2025) is needed.

Risk of sensitization

The SCCS considers the use of Tea Tree Oil (TTO) as an anti-seborrheic and anti-microbial agent safe
up to the maximum concentration of 2.0% in shampoo, 1.0% in shower gel, 1.0% in face wash and 0.1%
in face cream. However, it is not clear to Anses how the risk of sensitization has been taken into account
in this conclusion particularly for products containing more than 1% of TTO (see comments above on
skin sensitization section).

Moreover, taken into account:

- the sensitization properties of TTO,

- the BfR and COLIPA conclusions recommending to limit the concentration of TTO in cosmetics to 1%,
- the fact that TTO is a fragrance according to Cosling

Anses wonders if specific labelling provisions should be implemented in order to inform the consumers
of the possible risk of sensitization in the same manner as that provided in the Regulation (EU)
2023/1545 related to labelling of fragrance allergens in cosmetic products.
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Inhalation exposure:

The SCCS concludes that the opinion is not applicable to “aerosolised or sprayable products that may
give rise to inhalation exposure of the consumer”. However, Anses highlights that consumers can be
exposed by inhalation after volatilization of dermally applied TTO.

Vulnerable population:

It is not clear if this opinion applies to children or not. Indeed, it is noted that TTO is not intended to be
used by children but a safety assessment is conducted but not available in the SCCS opinion. It is
neither unclear how other vulnerable populations have been taken into account (ex. pregnant women).

According to art.15 of the CPR: “Specific labelling in order to avoid misuse of the cosmetic product shall
be provided in accordance with Article 3 of this Regulation, taking into account possible risks linked to
the presence of hazardous substances and the routes of exposure”. Anses wonders if SCCS can
propose a specific wording for labelling cosmetic products to avoid misuse of TTO by vulnerable
populations.

Safety evaluation:

The limits identified by Anses throughout the document lead to conclude that the safety cannot be
ensured for the aggregated exposure of the uses requested. Considering the CMR property of TTO, it
is essential to ensure that the safety evaluation is complete, robust and sufficiently conservative.
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