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Les substances et produits chimiques reglementés
selon leurs usages

— Médicaments
Polluants atmosphériques

Additifs
alimentaires
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Une réglementation N

anses

« Produits ' - Cosmétiques
phytopharmaceutiques . Autres utilisations....

« Biocides

« PPPR (EC 1107/2009) « Cosmétique (EC

« BPR (EU 528/2012) 1223/2009)

« REACH (EC 1907/2006)

Réglementation

« Chaque réglementation définit les données a fournir
afin d’assurer une utilisation sUre des substances

Données fournies par IND [aliCtEs

ADEREST 5 9/06/2023



Contexte

réglementaire N

- Enregistrement

- Evaluation i
- Autorisation -
- Restriction

e Substances chimiques :

REACH

SVHC PE
CLP PE [lch

Santé humaine
Environnement

Produits sans AMM:
*Dispositifs medicaux

*Produits cosmétiques

Produits nécessitant une
AMM:
- Médicaments

- Produits biocides
- Produits

- Listes positives
et/ou
- Listes négatives

phytopharmaceutiques

AMM: Autorisation de mise sur le marché

ADEREST
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Substance extrémement préoccupante (SVHC)
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SVHCs which may be included in Annex XIV to REACH, and for which thereby the authorisation requirement will be established, are
substances with the following properties:

Legal

reference

Hazard class

Identification criteria

Article 57 (a)
REACH

Article 57 (b)
REACH

Article 57 (c)
REACH

Article 57 (d)
REACH

Article 57 (e)
REACH

Carcinogenicity category 1 A/B

Germ cell mutagenicity category 1 A/B

Reproductive toxicity category 1 A/B, adverse effects on sexual
function and fertility or on development

Persistent, bioaccumulative and toxic (PBT)

Very persistent and very bioaccumulative (vPvB)

Section 3.6 of Annex | to the Regulation (EC)
No 1272/2008 (CLP Regulation)

Section 3.5 of Annex | to the CLP Regulation

Section 3.7 of Annex | to the CLP Regulation

Annex XlIl to the REACH Regulation (as
amended3)

Annex Xlll to the REACH Regulation (as
amended3)

Article 57 (f)
REACH

ADEREST

Equivalent level of concern to those of other substances listed in
point (a) to (e) of Article 57 of REACH. It is clear from ECHA's
decisions identifying SVHCs that, on a case-by case basis, at least
substances with the following hazard properties may give rise to
an equivalent level of concern:

-Respiratory sensitising properties (Article 57(f) - human health)
-Specific target organ toxicity after repeated exposure (Article
57(f) - human health)

-Endocrine disrupting properties (Article 57(f) - human health)

- Endocrine disrupting properties (Article 57(f) - environment)

Substances - such as those having endocrine
disrupting properties or those having
persistent, bioaccumulative and toxic
properties or very persistent and very
bioaccumulative properties, which do not fulfil
the criteria of Article 57 points (d) or (e) - for
which there is scientific evidence of probable
serious effects to human health or the
environment which give rise to an equivalent
level of concern to those of other substances
listed in Article 57 points (a) to (e) and which
are identified on a case-by-case basis in
accordance with the procedure set out in
Article 59 of REACH. 7 CeeapEe




OECD Series on Testing and Assessment

Revised Guidance

Document 150 on Standardised
Test Guidelines for Evaluating
Chemicals for Endocrine
Disruption

@) oECcD

ADEREST

uels guides d’evaluation?

Guidance for the identification of endocrine disruptors in
the context of Regulations (EU) No 528/2012 and (EC)
No 1107/2009

European Chemical Agency (ECHA) and European Food Safety Authority (EFSA) with the
technic ot of the t arch Centre (JRC)

se (Gngnard,

Aude Kienzi el Le anue Parra Morte,
Francesca Pellizzatn, larazona, Andrea Terron and Sander Van der Linden

Abstract
This Cuidance desaibes how to perform hazard identification for endoorine-disruptng properties by

folowdrg the sclentfic ottera which are outined In Commission Delegated Regulztion (EU) 2017/2100
and Commission Regulation (EU)) 2018/605 for bioddal preducts and plant protection pr £s,
respectively.

© 2018 Eurcpesn Chemicals Agency and £ Europsan Food Sefedy Autharity.

Keywords: biccidal product, plant peotection product, endocrine distuptor, quidance, hazard
identification

Requestor: Europeen Commission
Question numbers: EFSA-Q-2016-00825, ECHA 1-EN

Correspondence: For blokgecal products: boodesi2echa.suropa.eu
For plant protection products: pestiddes. peerrevew@<efs.europa.cu
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OECD Endocrine Testing and Assessment Conceptual Framework

Existing data and non-test information (phys/chem, production/use, QSAR, predictions)

e —
e

Level 2
In vitro assays providing data on endocrine mechanism/pathway

Level 3

In vivo assay providing data on pridocrine mechanism/pathway

de effects on endocrine endpoints

In vivo assay providing comprehensive data qver more extensive parts of the life cycle




Updated CF & OECD Test Guidelines for ED detection

Level of Mode of action covered/
Test Guidelines number and Name* Conceptual presumably detected
Framework Oestrogen = Androgen | Thyroid

TG 455: In Vitro Oestrogen Receptor Transactivation Assay 2 X
TG 458: In Vitro Androgen Receptor Transactivation Assay 2 X
TG 456: H295R Steroidogenesis Assay 2 X X
TG 4593: in Viiro Gesirogen Recepior Binding Assay Z X
TG 229: Fish Short-Term Reproduction Test 3 X X
TG 230: Fish Screening Assay 3 X X
TG 231: Amphibian Metamorphosis Assay 3 X
TG 440: Uterotrophic Bioassay 3 X
TG 441: Hershberger Bioassay 3 X X
TG 234: Fish Sexual Development Test 4 X X
TG 241: Larval Amphibian Growth and Development Assay 4 X X X
TG 407: 28-day Repeated Dose Toxicity Study in Rodents 4 X X X
TG 408: 90-day Repeated Dose Toxicity Study in Rodents 4 X X X
TG 414: Prenatal Developmental Toxicity Study 4 X X X
TG 421: Reproduction/Developmental Toxicity Screening Test 4 X X X
TG 422: Combined Repeated Dose Reproduction/Developmental

Toxicity Screening Test 4 . x .
TG 426: Developmental Neurotoxicity Study 4 X X X
TG 451-3: Combined Chronic Toxicity/Carcinogenicity Study 4 X X X
TG 240: Medaka Extended One-Generation Reproductive Toxicity 5 X X

Study
TG 416: Two Generation Reproduction Toxicity Study 5 X X X
TG 443: Extended One-Generation Reproductive Toxicity Study 5 X X X

*Test guidelines may evolve following best practices and emerging science.

ADEREST

Courtesy OECD
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Substances actives (SA) biocides ou phyto-

pharmaceutiques

Pour identifier les SA phytopharmaceutiques et Biocides présentant des
propriétés de perturbations endocriniennes pour ’Homme et les organismes
non-cibles, ’EFSA et ’ECHA ont développé un document guide (GD) applicable

au 07/06/2018:

ADEREST

Guidance for the identification of endocrine disruptors in
the context of Regulations (EU) No 528/2012 and (EC)
No 1107/2009

European Chemical Agency (ECHA) and European Food Safety Authority (EFSA) with the
technical support of the Joint Research Centre (JRC)

Niklas Andersson, Maria Arena, Domenica Auteri, Stefania Barmaz, Elise Grignard,
Aude Kienzler, Peter Lepper, Alfonso Maria Lostia, Sharon Munn, Juan Manuel Parra Morte,
Francesca Pellizzato, Jose Tarazona, Andrea Terron and Sander Van der Linden

Abstract

This Guidance describes how to perform hazard identification for endocrine-disrupting properties by
following the scientific criteria which are outlined in Commission Delegated Regulation (EU) 2017/2100
and Commission Regulation (EU) 2018/605 for biocidal products and plant protection products,
respectively.

© 2018 European Chemicals Agency and © European Food Safety Authority.

Keywords: biocidal product, plant protection product, endocrine disruptor, guidance, hazard
identification

Requestor: European Commission
Question numbers: EFSA-Q-2016-00825, ECHA-18-G-01-EN

Correspondence: For biological products: biocides@echa.europa.eu
For plant protection products: pesticides.peerreview@efsa.europa.eu
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Quelques exemples de substances
identifiées SVHC PE sous REACH

Comité des Etats membres

Le comité des Etats membres (MSC) participe 3 différentes procédures REACH telles
que les procédures d'évaluation et d'autorisation. T argé de udre
s d'opinions entre les Etats membres et sur les propositio

et sur le projet de plan d'acti (CoRAP) pour la p

d'évalu n des substances. e MSC ne peut parvenir & un acec
transmise a la Commission européenne

Evaluation des dossiers

Lorsque les Etats membres proposent des modific
ADEREST r projets de déci: s de I'ECHA concernant:

12 09/06/2023

Chair of the MSC is
Katinka van der Jagt
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Substance Name: 4,4'-sulphonyldiphenol
EC Number: 201-250-5
CAS Number: 80-09-1

MEMBER STATE COMMITTEE SUPPORT DOCUMENT
FOR IDENTIFICATION OF

4,4'-SULPHONYLDIPHENOL

AS A SUBSTANCE OF VERY HIGH CONCERN BECAUSE
OF ITS TOXIC FOR REPRODUCTION (ARTICLE 57C),
ENDOCRINE DISRUPTING PROPERTIES (ARTICLE
57(F) - ENVIRONMENT), ENDOCRINE DISRUPTING
PROPERTIES (ARTICLE 57(F) - HUMAN HEALTH)
PROPERTIES

Adopted on 28 November 2022
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BPS is covered by Index number 604-098-00-1 in part 3 of Annex VI to the CLP Regulation as

follows:

Table 6: Classification according to Annex VI, Table 2 (list of harmonised classification and
labelling of hazardous substances) of Regulation (EC) No 1272/2008

Index | Chemical | EC Mo | CAS Classification Labelling Spec. Notes
Mo name Mo Conc.
Hazard Hazard | Pictogram, | Hazard Suppl. Limits, M-
Class and |statement Signal stateme Hazard factors
Category | code(s) Word nt statement |and ATEs®
Code(s) Code(s) |code(s) codea(s)
604~ Bisphenal 201- a0- Repr. 1B H3s0FD GHS0E H3&0FD
098- S 230-3 | 09-1 Dar
gl
00-1 4,4
sulphonyldi
phienol

SVHC SUPPORT DOCUMENT - 4,4'-SULPHONYLDIPHENOL

Bisphencl 5 has a harmonised classification® as Repr. 1B - H360FD, on the basis of treatment-
related adverse effects on fertility, reproduction and pregnancy outcome (i.e. decreased number
of implantation sites and prolenged estrous cycle) and treatmenttrelated adverse effects on
development [i.e. post-implantation loss) in several independent studies in animals. The RAC

opinion (RAC, 2020) can be found om:

SdeF-aflc-fed5-1c5008alcibe.

https://echa.europs.eu/documents/101 62/ 03fac9de-

14
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How the lines of evidence can be organised to P

anses support the postulated mode of action “r
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T“ECHA “ efsam

wurorsan cuemicaLs acency GUidance for the identification of endocrine disruptors in biocides and pesticides = =" "

for the of in
the context of Regulations (EU) No 528/2012 and (EC)
No 1107/2009

European Chemical Agency (ECHA) and European Food Safety Authority (EFSA) wih the
technical Support of the Joint Research Centre (JKC)

ard,
tia Lositla, Sharon Munn, Juan Manwel Parra Morte,
a, Andrea Terron and Sander Van der Linden

This Guidance desaibes how to perform hazard identification for endocrie disupting properties by
folowing the sclendfic citera which are outined In Commisson Delegated Regulaton (EU) 2017/2100
a0 Commission Reguiation (EU) 2018(505 for biocdel products and plant. protection products,
respectvey.

© 2018 Europesn Chemicals Agency and & Fuopesn Food Sefety Authority.

Keywords: biocital product, plant protection product, endocrine distuptos, guidance, hazard
dentifcation

Requestor: Europesn Commission

Question numbers: EFSA-Q-2016-00825, ECHA18-G-01-EN

‘products: pestiodes.

e
—

AP S LRGP P T ae

‘OECD Series on Testing and Assessment

Revised Guidance

D 1t 150 on S lardised
Test Guidelines for Evaluating
Chemicals for Endocrine
Disruption

> Early events > > Intermediate >
events

KE: key event; MIE: molecular initiating event.

> Late events

Scheme illustrating how the lines of evidence can be organised to support the postulated mode of
action. The arrows linking KEs represent the KE relationships (see page 39 - ECHA/EFSA/JRC ED 15 9/06/2023
guidance, 2018).




|dentification of endocrine disruptors under REACH

Recsptor/Ligand = Gene activation

Chemical

Properties bsaacion — Alter=d Physlolgy Impaired Impaired Lethality
DBA Binding Production Sa— Reproduction Development
Protein Oxidation Altered Homeostasts
Signaling Altered tissue | J
| ] development/ '
' function
Plausible link

—

—
Considered ED according to the WHO/IPCS deflnltlon

ADEREST 9/06/2023
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wma: 1 Postulated estrogenic MoA affecting female 2
= " reproduction in mammals : anses
Molecular Cellular Organ Individual Population
Level Level Level Level Level
L fa] 3 ) f Iy
=
Eﬁ Increased Effect on Reduced
= ER binding ‘ estrogenic — oestrous number of
g activity cycle pups
. Delcreasgd Reduced
Lo tely e fertility
site

Legend: EATS-mediated adverse effect / Sensitive but not diagnostic of EATS

Fig : Estrogenic MoA affecting female reproduction in mammals quoted from Bisphenol S SVHC dossier, ECHA
2022

Note: “The MoA presented here does not describe every detail of the biology but instead focuses on
describing critical steps, acknowledging that other activities could also influence each of the key events
described.”

ADEREST 17 9/06/2023



Table 15 : Analysis of mode of action

Event Supporting evidence
Strong evidence: \ Y 4
» Studies show binding of BPS to ER [Blair et 2/, 2000; Yamasaki et al., anses
2004; Laws et ai, 2006; Akahori et al., 2008; Zhang et al., 2018; Liu et
al., 2019b).

MIE ER. activation

+ Several studies show an agonist activation of ER (2mong others
Grignard et al., 2012; Kang et al., 2014; Dvorakova et al., 2016; Le Fo
et al., 2017; Rosenmai et al., 2014; Mesnage ef al_, 2017; Kojima et al
2018; Pelch et al., 2019)

Strong evidence:

XEL é:;:r?a::ﬁ: +«  Uterctrophic assays show increase in uterus weight (Yamaszaki et 2
EI-I:tiEil"" 2004; Conley et al., 2016). Supported also by Akahori et af. [2008).
Strong evidence:
s 3f3 TG studies show disturbed estrous cyde (OECD TG 4432, PO and F1E,
Dicturbed no effect on F1A; OECD TGs 421 and 422). Among them 2 studies show

KE2 a prolongation of diestrus.

st I -
ESimus cyde + 3 additional studies report a disturbed cycle (Shi et 2/, 20192 and

2019b; Ahsan et 2/, 2018}, The Shi studies describe a prolongation of Identification of endocrine disruptors under REACH
bt £ E3- B - =
Molecular Cellular Organ Organism Population
Strong evidence: Recagctes | (Gore st . e
DBA Binding Proﬂumo'\ “:: F: 1 Reproduction Development
KE3 ) Dei:re:;?d + Decreased number of implantation sites observed in 3/3 TG studies S —
e (significant in DECD TG 422; trend in OECD TG 443 PO and F1B; and T
OECD TG 421)
ED mode
- of action
Strong evidence:
QSAR, read-across, In vitro or SLRLLEN
«  Fertility rate reduced in 2/3 TG studies [OECD TGs 421 and 422; no In vivo screening tests
AD1 | Reduced fertility effect in OECD TG 443) ble link
+ Fertility affected in another 2 studies (&hsan et al., 2018, Nevoral et al,
2018)

Considered ED according to the WHO/IPCS definition
Leil

Strong evidence:

+ Reduced number of pups in 2/4 TG studies (DECD TGs 443, 421 and

Drecreased 27 et T A A
AD2 | . mber of PUPS 422, no effect in OECD TG 414) 18 9/06/2023

+ Also observed in other studies (Shi et al., 2019a; Ahsan et al., 2018)




wwar v Effet apical
st anses i

fré anses

SVHC SUPPORT DOCUMENT - 4,4"-SULPHONYLDIPHENOL

Bisphencl S has a harmonised classification® as Repr. 1B - H360FD, on the basis of treatment-
related adverse effects on fertility, reproduction and pregnancy outcome (1.e. decreased number
of implantation sites and prolonged estrous cycle) and treatment}related adverse effects on
development (i.e. post-implantation loss) in several independent studies in animals. The RAC
opinion (RAC, 2020) can be found on: 52 -
ade7-a81c-fed5-1c5008alclbe.

Identification of endocrine dlsruptors under REACH

— eptEten

mmmmmmmmmmm
Aered Py Impaired Impaired  Lethality
DeA BN W m" Reproduction Develepment
.

ED mode
of action

QSAR, read-across, In vitro or
In vivo screening tests

T

Considered ED according to the WHO/IPCS definition
i
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waar « Evaluation du lien de plausibilité entre les effets "ﬂ
= "™ néfastes observés et I'activité endocrinienne anses

“In conclusion, the effects on the female reproductive organs and functional
parameters are consistent with an estrogenic mode of action of BPS. The
adverse effects on the estrous cycle are EATS-mediated, therefore, in the
absence of information proving the contrary, the biologically plausible link is
already pre-established based on existing scientific knowledge. There is
strong evidence that the adverse effects on fertility and sexval function are
plausibly linked to the estrogenic activity of the substance. BPS is therefore
an endocrine disruptor according to the WHO/IPCS definition with regard to
human health. ”

Identification of endocrine disruptors under REACH

ol ropuEen

Impaired  Impain d Lman«,
Rprd:toﬂje\op

Homma

Plausible link

[ |
=

Considered ED according to the WHO/IPCS definition
Sk
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Equivalent level of concern (ELOC) \

Bisphenols widely used and found in the environment.

e~

Effects on organisms and populations are Bisphenols sharing the same
considered to be severe and irreversible mode of action, effects at low
eg. : A concentration
- effects on estrous cycle, %

)
- sex ratio, etc., o~ 7.7,
- observed following developmental EAdditive Effect.
exposure. ' S

Overall, there is scientific evidence of probable serious effects of BPS to the
environment and human health due to its endocrine disrupting properties,
which give rise to an equivalent level of concern to those of other substances
listed in points (a) to (e) of Article 57 of the REACH Regulation.
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Substance Name: 4,4'-isopropylidenediphenol
(BPA, Bisphenol A)

EC Number: 201-245-8
CAS Number: 80-05-7

MEMBER STATE COMMITTEE

SUPPORT DOCUMENT FOR IDENTIFICATION OF

4,4'-ISOPROPYLIDENEDIPHENOL (BPA,
BISPHENOL A) AS A SUBSTANCE OF VERY HIGH

CONCERN BECAUSE OF ITS ENDOCRINE

DISRUPTING PROPERTIES WHICH CAUSE

PROBABLE SERIOUS EFFECTS TO HUMAN HEALTH

WHICH GIVE RISE TO AN EQUIVALENT LEVEL OF o
CONCERN TO THOSE OF CMR! AND PBT/\PyB2 R e A
SUBSTANCES o s o ot s s

Adopted on 14 June 2017

ADEREST 22 09/06/2023
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__{(0 0
Androste. | & //m&ge 5
f o Ay
BPA nedione é HO | %
17B-HSD o | =
i ]
Y H | ® v ; H 3
—— — R =3
ediol Testosterone :j | Estradiol
0% | HO- ™= -
. Delayed or suppression of :
Final Preovulatory gonadotrophins Delayed or Disturbance
follicle ——> |y Aromatase—> \ estrogens —>  oyylatory —> suppression—>  inthe
growth rise surge of ovulation cycle

Fig.1 : Sequential cascade from the endocrine effect of BPA to its adverse effects (BPA SVHC HH dossier, 14 June 2017).

“A clearly demonstrated target of BPA is aromatase, in the preovulatory follicle. The
BPA-induced reduction in the expression of this steroidogenic enzyme induces a
reduction in the synthesis of estrogens. Thus, the preovulatory rise of estrogens is
attenuated. Consequently, the estrogen-induced gonadotrophins ovulatory surge, is
delayed or suppressed, and this induces disturbances in the cycle.”

ADEREST 23 09/06/2023
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“ECHA

EURDFEAN CHEMICALS AGENCY

Substance Name: Resorcinol
EC Number: 203-585-2
CAS Number: 108-46-3

SUPPORT DOCUMENT TO THE OPINION OF THE
MEMBER STATE COMMITTEE ON IDENTIFICATION
OF

RESORCINOL

AS A SUBSTANCE OF VERY HIGH CONCERN
BECAUSE OF ITS ENDOCRINE DISRUPTING
PROPERTIES (ARTICLE 57(F) - HUMAN HEALTH)

Adopted on 12 June 2020
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Uses:
- As a medicinal ingredient in human dermatology since late in the 19th century.

- Approved for use in humans in Europe and the United States by the European
Medical Agency (EMA) and the Food and Drugs Administration (FDA).

- Has been commonly used in chemical peels for lightening called Jessner's solution,

- Recent clinical studies have investigated the efficacy of topical resorcinol in
hidradenitis suppurativa (HS) lesions as an alternative to other medication
(Cordero-Ramos et al., 2022; Molinelli et al., 2020; Pascual et al., 2017).

Apical effects: Bt Mode of action: inhibition of

- Symptoms of severe hypothyroidism, i TPO (thyroperoxidase) in in vitro
studies

- Indications of effects on locomotor %

activity and sensorimotor function Ver) -0

Even if an ED MoOA, an apical effect and a plausible biolological have been identified,
the identification of the substance as an ED has not been endorsed. The elaboration of
a CLP dossier for its ED properties is planned.




Nouvelles classes de danger

pour les PEs
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g3 New ED Hazard classes — text human

FRANCAISE

£ == health - definition e

« Endocrine activity » means an interaction with the endocrine system that
may result in a response of that system, of target organs and/or target tissues,
and that confers on a substance or the mixture the potential to alter one or
more functions of the endocrine system.

‘«Adverse effect» means a change in morphology, physiology, growth,
development, reproduction or lifespan of an organism, system, population or
subpopulation that results in an impairment of functional capacity, an
impairment of the capacity to compensate for additional stress or an
increase in susceptibility to other influences.

-“Biologically plausible link» means the correlation between one or a series of
biological processes leading to an adveerse effect and an endocrine activity,
where the correlation is consistent with existing knowledge.

Quoted from FOURTH ANNUAL FORUM ON ENDOCRINE DISRUPTORS September, 2022 Brussels FOURTH ANNUAL FORUM ON ENDOCRINE DISRUPTORS -
Streaming Service of the European Commission (europa.eu)

ADEREST 27 09/06/2023



https://webcast.ec.europa.eu/fourth-annual-forum-on-endocrine-disruptors-22-09-21

wx ¢ New ED Hazard classes — text human {2
health - definition

po anses

Fraternité

ED hazard classes:
*Based on the definition of the WHO,

*To be applied across all legislation,

-Separated classes: human health and environment (Distinction
of ED for human health or environment already exists today
across the legislative framework).

Quoted from FOURTH ANNUAL FORUM ON ENDOCRINE DISRUPTORS September, 2022 Brussels FOURTH ANNUAL FORUM ON ENDOCRINE DISRUPTORS -
Streaming Service of the European Commission (europa.eu)

ADEREST 28 09/06/2023


https://webcast.ec.europa.eu/fourth-annual-forum-on-endocrine-disruptors-22-09-21
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ED hazard classes A
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CATEGORY 1

ADEREST

Known or presumed endocrine disruptors for human health

The classification in Category 1 shall be largely based on evidence from at least one
of the following:

a)human data;

b)animal data;

c)non-animal data providing an equivalent predictive capacity as data in points a or
b.

Such data shall provide evidence that the substance meets all the following criteria:
(a) endocrine activity;

(b) an adverse effect in an intact organism or its offspring or future generations;

(c) a biologically plausible link between the endocrine activity and the adverse
effect.

However, where there is information that raises serious doubt about the relevance of
the adverse effects to humans, classification in Category 2 may be more appropriate.

Cf. Acte délégué modifiant le reglement CLP; acte délégué devant entrer en vigueur en début d’année

apres examen par le Parlement européen et le Conseil :https://environment.ec.europa.eu/system/files/2022-
12/Delegated%20Regulation%20amending%20Regulation%2012722008.pdf
https://environment.ec.europa.eu/system/files/2022-12/Annexes%20to%20the%20Delegated%20Regulation.pdf 29

09/06/2023


https://environment.ec.europa.eu/system/files/2022-12/Delegated Regulation amending Regulation 12722008.pdf
https://environment.ec.europa.eu/system/files/2022-12/Annexes to the Delegated Regulation.pdf

REPUBLIQUE \ ‘
;RﬁNCAISE Ww "
= == ED hazard classes
Categories Criteria
CATEGORY 2 Suspected endocrine disruptors for human health
A substance shall be classified in Category 2 where all the following criteria are
fulfilled:
(a) there is evidence of:
i. an endocrine activity; and
il. an adverse effect in an intact organism or its offspring or future generations;
(b) the evidence referred to in point (a) is not sufficiently convincing to classify
the substance in Category 1;
(c) there is evidence of a biologically plausible link between the endocrine
activity and the adverse effect.
Where there is evidence conclusively demonstrating that the adverse effects are
not relevant to humans, the substance shall not be considered an endocrine
disruptor for human health.
ADEREST 30 09/06/2023

Cf. Acte délégué modifiant le réglement CLP; acte délégué devant entrer en vigueur en début d’année aprés examen par le Parlement européen et le
Conseil :https://environment.ec.europa.eu/system/files/2022-12/Delegated%20Regulation%20amending%20Regulation%2012722008.pdf
https://environment.ec.europa.eu/system/files/2022-12/Annexes%20t0%20the%20Delegated%20Regulation.pdf



https://environment.ec.europa.eu/system/files/2022-12/Delegated Regulation amending Regulation 12722008.pdf
https://environment.ec.europa.eu/system/files/2022-12/Annexes to the Delegated Regulation.pdf
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within the EU.

The intention of compiling this information is to improve knowledge about EDS, increase.

coordination. o

Substances identified 3z s inder evaluation for
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The ED Lists Background General information Participants

The aim of this website is to primarily inform stakeholders about the current status of substances

identified as endocrine disruptors (EDs), or under evaluation for endocrine disrupting properties
within the EU.

The intention of compiling this information is to improve knowledge about EDs, increase
transparency, coherence and consistency, as well as coordination across legislative areas. It is also

possible that identification and regulation of additional EDs may be facilitated by this single
repository of information.

Substances identified as

Substances under evaluation for
endocrine disruptors at EU level

endocrine disruption under an
EU legislation

Substances considered, by the
evaluating National Authority, to
have endocrine disrupting
properties

https://edlists.org
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W Trois listes disponibles: v

Les ED listes informent les parties prenantes sur |'état actuel des
substances identifiées PE en Europe:

« List I: identifiées PEs au niveau de I'UE
+ PPPR
* BPR
« REACH

- List Il: substances en cours d’évaluation dans I'UE pour des
propriétés de perturbation endocrinienne possibles.

« List Ill : Substances considérées comme ayant des propriétés de

perturbation endocrinienne par une des autorités nationales
participantes.
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= i Substances identified as endocrine disruptors at
EU level

This list contains substances that have undergone an evaluation of endocrine disrupting properties, as regulated in the EU in PPPR, BPR or
REACH, and which are identified and legally adopted as endocrine disruptors.

Currently (April 2022) no compounds are identified/regulated for endocrine disrupting properties under the Cosmetic Products Regulation
although the Commission is performing a targeted literature screening of selected compounds.

Latestupdate 2022/4
4-Nonylphenol, branched, 127087-87-0 932-098-4 ® Environmental candidate list year: 2013 REACH
ethoxylated Environmental authorisation list vear: 2019
4-Nonylphenol, branched, et- 127087-87-0 500-315-8 L] Environmental candidate list year: 2013 REACH
hoxylated 1 - 2.5 moles Environmental authorisation list vear: 2019
ethoxylated
4-Nonylphenol, ethoxylated 1 - 26027-38-3 500-045-0 ® Environmental candidate list year: 2013 REACH
2.5 moles ethoxylated Environmental authorisation list year: 2019
4-t-Nonylphenol-diethoxvlate 154640%-10-8 L] Environmental candidate list yvear: 2013 REACH

Environmental authorisation list year: 2019
4-tert-butylphenol 28-54-4 202-679-0 L Environmental candidate list yvear: 2019 REACH
CoRAP list year: 2014
4.4-(1- 77-40-7 201-025-1 v L J Health candidate list year: 2021 REACH
methylpropylidene)bisphenaol Environmental candidate list yvear: 2021
Bisphenol B
4 A-isopropylidenediphenaol; 80-05-7 201-245-8 v L Health candidate list vear: 2017 REACH
Bisphenol A Environmental candidate list year: 2018
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Merci pour votre attention
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In vivo in humans 6 or rodents IG
P Compensatory mechanisms

Follicular proliferation =
hyperplasia, A thyroid
weight 'G’ ﬁ

TPO N iodine N T4 Stimulates endocytosis of

inhibi- —— organi- — = 7 T5H " the colloid (Tg) = colloid

tion fication Lo ﬁ 'G’ Q depletion & 0
Stimulation of NIS =
2 iodine absorption in
thyroid o

Alteration of functions regulated by thyroid
hormones N T3 0
0 - Symptoms of severe hypothyroidism Induction of i
5’-deiodinase 2 A T3
& - Indications of effects on locomotor
activity and sensorimotor function
Fig 2: Biological plausible link between findings observed after exposure to resorcinol from Pasquier et al., 2023
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List 111:

Substances considered, by the evaluating
National Authority, to have endocrine disrupting
properties

This list contains substances that ere considered a5 endocrine disruptors &t the national level in one of the participating Membser States, due
toe.g ED properties or strectural similaritizs with known EDs.

It should be noted that these compounds are not necessarily considered &= suspected EDs at the EU level. The Ewropean Commizsion or
Member Stztes may

stion of thess substances.

cide 3t = l3ter stage onthe need for further evelu

Latest updats 202274

Substances n

Mame and abbreviation * CASno. EC/Listmo. Heslth Enmvironmental BAlso
Effacts Effmcts appears
on lists

L4 List
L
L L]
55&-67-2 091357 L
Prochioraz 7747005 1555545 b -
¢benzoate; Progylparal 24-12-2 202-307-7 L List il
&8-72-7 00-712-2 - List Il
101-20-2 02-524-1 - List il
1320-72-5 -

anses

Bisphenol AF (BPAF), CAS no.1478-61-1

AT yli dishenol

BPAF is a fluorinated organic diphenol and a structural
analog to Bisphenol A in which the two methyl groups arc
replaced with trifluoromethyl groups (Figure 1). BPAF has
broad applications and is for example used as cross-linking
reagent in the production of fluoropolymers and
fluoroclastomers and as a monomer in production of many
polymers. Since no registration dossicrs on BPAF are
available, it is assumed that it is produced and/or imported
to EU in tonnages less than 100 tpa. BPAF has been
detected in different environmental samples and in samples
from humans. At present there is a lack of toxicological
information on BPAF and is therefore currently undergoing
extensive evaluations for in vivo toxicity by the National
Toxicology Program, USA.

4. Human health hazard assessment

4.10.3 Endocrine disruption
4.10.3.1 General approach — human health

Figure 1. 2D structure from PubChem

4.10.3.2 In vitro information indicative of endocrine activity

Lei et al. (2017)

Summarv: In this studv. the effects of BPAF (>98% ouritv. CAS no. 1478-61-11 (and other

Tris(methylphenyl)phosphate (TMPP)

CAS no. 1330-78-5

Synonyms: Tricresyl phosphate (TCP)

TMPP is a mixture of the 3 isomers ortho-, metha-,
and para cresols (Figure 1) and is used in the
manufacturing of e.g. plastics, organophosphate flame
retardants and solvents. TMPP is registered under
REACH with a tonnage band of 1 000 - 10 000 tonnes
per annum and is classified as Rep. 2 or self-
classification as Repr. 1B; H360: May damage fertility
or the unborn child . It is used in a variety of products
such as furniture, electronics, textiles etc., and has
been detected in the environment and in humans. The
ortho isomer of TMPP, known as tri-ortho-cresyl
phosphate (TOCP), is the most toxic of the 3 isomers
and have been identified to cause neurotoxicity in
humans and susceptible animals.

4. Human health hazard assessment

Figure 1. 2D structure from
https://www huidzickten.nl/allergie/staffen
firicresyl-phosphate.htm
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