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Registration and screening

Currently no specific ED
information requirements
under REACH

BUT: The registration data
together with other available
information allows identification of
potential EDs

ECHA generates groups of
substances and identifies
candidates for further work by
MSCAs and ECHA itself;

ECHA publishes for each group of
substance the Assessment of
Regulatory Needs (ARN) report

ExamEpIes of groups of substances
with ED properties: Bisphenols,
phthalates, parabens

REGISTERED SUBSTANCES

Cil NOTIFIED SUBSTANCES
OTHER SUBSTANCES
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Generation of further
information and
assessment
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The work with groups helps to identify
which data needs to be generated
or further assessed for a particular
substance to clarify whether the
substance has hazardous properties.

The main tools for generating
missing hazard information are:

- compliance checks and

- substance evaluation.

The data is then assessed to
determine whether it confirms the
hazard.

A dedicated expert group has been
established to support Member States
in the ED assessment (ED EG).

Member States consult the ED EG
before a substance enters the formal
substance evaluation or SVHC
identification decision-making process.
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Regulatory Risk management

Hazards can be confirmed either through:

U} ?
Harmonised classification and labelling (CLH) ( .(. .(. .()

Identification as a Substance of Very High Concern
(SVHC): a substance that gives rise to an equivalent level

of concern as PBT/vPvB or CMR. The substance is then
placed on the Candidate List.

) 2 2 ? 2 8 2
> > >
Those have_ consequences for the_c_ompany level risk management ( .(' 4' < « < X

and they trigger or enable authorities to take further regulatory

risk managemen.

Under REACH, two main further regulatory risk management tools are available:

Authorisation, which involves two steps after substance has been included in the Candidate List:

Recommendations for the Authorisation List: ECHA prioritises and recommends substances from the Candidate
List for inclusion in the Authorisation List. The Commission takes the final decision on inclusion.

Applications for authorisation: If a substance is on the Authorisation List, it cannot be placed on the market or
used after the sunset date unless an authorisation has been granted for a particular use. Companies need to
submit their applications for authorisation to ECHA.

Restriction: A restriction limits or bans the manufacture, placing on the market or use of a substance that poses an
unacceptable risk to human health or to the environment.

Stakeholders are informed about a substance entering regulatory risk management in the registry of intentions until outcome
and the public activities coordination tool (PACT).
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Candidate List

LEGISLATION CONSULTATIONS SEARCH FOR CHEMICALS

Candidate List of substances of very high concern for Authorisation

(published in accordance with Article 59(10) of the REACH Regulation)

Notes: FURTHER INFORMATION
= Authentic version: Only the Candidate List published on this website is deemed authentic. Companies may have immediate "
legal obligations following the inclusion of a substance in the Candidate List on this website including in particular Articles 7, 31 &
and of the REACH Regulation

Numerical identifiers: Each candidate list entry covers both anhydrous and hydrated forms of a substance. The CAS number
the anhydrous form. Hydrated forms of the substance identified by other CAS numbers are

shown in an entry is typicall

HEEENEEEREEE
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still within the scope of the entry

Other numerical identifiers: For those entries with in nd CAS number columns, a non-exha

tory of EC and/or CAS Registry numbers describing s

substances considered to fall within t

the Candidate List entry is included, where practicab!

button of the selected entry

> Filter the list See a problem or have feedback?

Substance name ECNo.  CAS 1ucuo.
expand / cellspee No. dataset
I
4,4"-sulphonyldiphenol 201-250- 80-09-1 Toxic for reproduction (Article 57¢ o

Endocrine disrupting properties (Article S7(f) -
environment
Endocrine disrupting properties (Article S7(f) -

human heaith)

Phenol, alkylation products (mainly in para oxic for reproduction (Article S7¢! 2021)4569 - 104

position) with C12-rich branched alky! chains Endocrine disrupting properties. (Artide S(T) - TECHA
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Regulatory risk management under REACH

Aim: promote the substitution and ensure a high level of protection
until the transition to safer alternatives takes place

28 substances in the candidate list due to ED properties (mainly
phthalates and bisphenols)

* 6 ED HH, 16 ED ENV, 6 ED HH+ENV
Substances with ED properties are already subject to authorisation
requirements (7 in Annex XIV) & restriction (3 in Annex XVII),
others are on-going
Several EU legislations make reference and require actions based on
the identification of ED properties under REACH
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ECHA's experience so far in the assessment
and identification of EDs under REACH

Under REACH there are no specific Information requirements for endocrine disruption

« Limited capacity to request data under the Compliance check process
« (For ENV) data requested mainly under Substance Evaluation (SEV)

« ECHA collaborating with European Commission to revise the standard information requirement under REACH

Identification of SVHC is based on the Equivalent level of concern (ELOC) REACH Art 57(f)
Under REACH there are no specific criteria for ED nor a definition

Assessment is based on a case-by-case basis on the WHO/IPCS (2002) definition:

"exogenous substances that alter function(s) of the endocrine system and consequently cause adverse health effects in
an intact organism or its progeny, or (sub)populations"

Need to identify three elements:

« Adversity (For ENV adversity relevant at the level of population)
+ Endocrine activity
« Biologically plausible link between adversity and endocrine activity

Complex assessment based on Weight of Evidence (WoE)

« Expert judgement needed
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ECHA's ED Expert group (ED EG)

ED assessment is not easy Authorities:
) Member States
The ED expert group gives support to Member States and EEA
contributing to the efficiency of the evaluation process
(for REACH, biocides and soon CLH)
It gives informal scientific and non-binding advice
Industry

e Identification of data generation needs
stakeholders
e Interpretation of data received from Industry

e Contribution to development of approaches for testing strategies and Public interest

assessments stakeholders
It does not take any formal decision; this remains a
responsibility solely of the competent authority

Meetings are coordinated, held and chaired by ECHA (3
meetings per year) European
Commission

Others

https://echa.europa.eu/endocrine-disruptor-expert-group

AT, BE, CZ, DE, DK,
EL, ES, FI, FR, IE, IT,
LT, NL, NO, PL, RO,
SE, SK, SI

CEFIC, ECETOC,
CONCAWE

EEB, HEAL, CHEM
Trust, HSI, PETA,
ETUC

DG GROW, DG ENV,
DG JRC, DG SANTE

EFSA, CH, OECD
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ECHA's ED Expert group (ED EG) - work done
so far

27 meetings
122 substances discussed (some substances more than once)

Mostly REACH substances

36 under assessment

15 postponed

6 concluded not ED

6 inconclusive conclusion
26 concluded ED

Lower numbers for biocides

29 under assessment
3 concluded ED
1 postponed
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NEW CLP criteria
for Endocrine Disruption

ENTIEH RICHLOCLPEZEIC DN TAR MNEERDEFEZLILVER
WEY,

12



MECHA

EUROPEAN CHEMICALS AGENCY

LEGISLATION

CONSULTATIONS

About Us

Contact Jobs

INFORMATION ON CHEMICALS

Legislation

BPR

REACH Regulation aims to improve the protection of
human health and the environment from the risks that
can be posed by chemicals.

* Read more

The PIC Regulation administers the import and export
of certain hazardous chemicals and places obligations
on companies who wish to export these chemicals to
non-EU countries.

* Read more

POPs

The POPs Regulation bans or severely restricts the
production and use of persistent organic pollutants in
the European Union.

* Read more

The CLP Regulation ensures that the hazards presented
by chemicals are clearly communicated to workers and

consumers in the EU through classification and labelling
of chemicals.

= Read more

CAD/CMRD (OELs)

The Chemical Agents Directive (CAD) and

the Carcinogens, Mutagens or Reprotoxic
substances Directive (CMRD) provide a framework
for setting occupational exposure limits, forming an
integral part of the EU's mechanism for protecting the
health of workers.

= Read more

DWD

The revised Drinking Water Directive aims to protect
citizens and the environment from the harmful effects
of contaminated drinking water and to improve access
to drinking water.

* Read more

The BPR aims to improve the functioning of the biocidal
products market in the EU, while ensuring a high level
of protection for humans and the environment.

WFD

The Waste Framework Directive sets out measures
addressing the adverse impacts of the generation and
management of waste on the environment and human
health, and for improving efficient use of resources
which are crucial for the transition to a circular
economy.

» Read more

Batteries

The Batteries Regulation aims to make batteries
sustainable throughout their life cycle, and to protect
citizens and the environment from risks of harmful
chemicals in batteries. It also acknowledges the
important role of batteries in transitioning to clean
energy.

T“ECHA
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The Regulatory framework

Harmonised classification is the first step and cornerstone
for many risk management actions

Biocides a.s. (re)assessment and authorisation
PPP a.s. (re)assessment ad authorisation
Authorisation and restriction under REACH
Generic restriction (GRA)
A variety of other pieces of downstream legislations
=> Classification already has a wide and significant impact

Even more central with the classification criteria for the new
hazard classes (supporting one substance, one assessment)

CLP 2.0 is part of the revisions under CSS (Chemicals
strategy for sustainability) SECHA
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Chemical Strategy for sustainability

ENDOCRINE DISRUPTORS

The Commission will:

propose to establish legally binding hazard identification of endocrine disruptors,
based on the definition of the WHO, building on criteria already developed for
pesticides and biocides, and apply it across all legislation;

ensure that endocrine disruptors are banned in consumer products as soon as they
are identified, allowing their use only where it is proven to be essential for society;
strengthen workers’ protection by introducing endocrine disruptors as a category of
substances of very high concern under REACH;

ensure that sufficient and appropriate information is made available to authorities
to allow the identification of endocrine disruptors by reviewing and strengthening
information requirements across legislation;

accelerate the development and uptake of methods to generate information on
endocrine disruptors through screening and testing of substances.

EECHA
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New Hazard Classes and Criteria to CLP

COM Regulation 2023/707 adds the
following properties/hazard classes:

Endocrine disruption
ED HH Cat 1 and Cat 2
ED ENV Cat 1 and Cat 2

of 19 December 2022

amending Regalaon (£ No 1 sede hazand casss sd vk fo the clsificaion . Persistent, Bioaccumulative, Toxic

272/2008 as reg:
Labelling and packaging of substances and mixtures

PBT/vPvB (one hazard class, no
sub-categories)

Text with EEA relevance)

Persistent, Mobile, Toxic

PMT/vPvM (one hazard class, no
sub-categories)

https://eur-lex.europa.eu/legal-content/EN/TXT/PDF/?uri=CELEX:32023R0707
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Criteria for ED ENV

Substance is classified when

i) endocrine activity and

i) adverse effect and

iii) biologically plausible link
between adversity and

endocrine activity is
established

« Cat1l - Known or
presumed endocrine
disruptors

+ Cat 2 - Suspected
endocrine disruptors

Hazard categories for endocrine disruptors for the environment

Categories

Criteria

CATEGORY 1

Known or presumed endocrine disruptors for the environment

The classification in Category 1 shall be largely based on evidence

from at least one of the following:

a) animal data;

b) non-animal data providing an equivalent predictive capacity as
data in point a.

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 identified at population or
subpopulation level, classification in Category 2 may be more
appropriate.

CATEGORY 2

Suspected endocrine disruptors for the environment

A substance shall be classified in Category 2 where all the following
criteria are met:
(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.
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New elements of the CLP revisions

For each new hazard class for ED
Definitions
Classification criteria for substances

Concentration limits for mixtures (generic or
specific)

Hazard communication:

New hazard statements (EUH)

No symbol/pictogram yet for the new hazard
classes (to be discussed at UN-GHS)

Component classified as:

Generic concentration limits triggering classification of a mixture as:

Category 1 endocrine disruptor for the

environment

Category 2 endocrine disruptor for the
cnvironment

Category 1 endocrine disruptor for the
environment

20,1%

Category 2 endocrine disruptor for the
environment

21%

[Note 1]

Note:

Note 1:

The concentration limits in this Table apply to solids and liquids (w/w units) as well as gases (v/v units).

If a Category 2 endocrine disruptor for the environment is present in the mixture as an ingredient at a

concentration 2 0,1 % a SDS shall be available for the mixture upon request.

3

Danger Warning

EUH430: May cause endocrine
isruption in the environment

Precautionary Statement Prevention P201

P202
P273
P391 P391
P405 P405
P501 P501

Delegated Regulation 2023/707 (amends Annex | to CLP)
Entered into force: 20 April 2023
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“ECHA

EUROPEAN CHEMICALS AGENCY

Application dates of 2023/707 (new hazard classes)

||| Substances on the market Transition period New classification and labelling mandatory

New substances on the market: new classification and labelling mandatory

New classification and
||| Mixtures on the market labelling mandatory

New mixtures on the market: new classification
and labelling mandatory

echa.europa.eu
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Implications

Member States can already
make CLH proposals for new
hazard classes

CLH-report template has
been revised

Industry can already self-
classify on voluntary basis

After the expiry of the transition period, it will
be mandatory to indicate if the substance is
classified in any of the new hazard classes.

EECHA

BEICIBEIEFH-HEEEISRICETACLHIREZ T 5 A ATHEIC

HoTLWET,

EXREF HEITOVWTHEMLFETRICEDD R EZITo>TLET , EH1L
SNBHDE. RIFEFMDRATANTERLL-EARLRICZYFET,
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IT-development necessary Need IUCLID

update
before can

Industry can update IR ECh
their registations and
notifications only when
IUCLID has functionality
to indicate the new
Hazard Classes >

Planned IUCLID
release April 2024.

After the expiry of the transition period, it will be mandatory to

indicate if the substance is classified in any of the new hazard
classes. EECHA

F-  EONMTORRFITOHEINIEXLESHEEYET A, ECHANSIUCLID
DREICMYFATNT, INARREINDIDI(F2024F4R EHYFET , ot
BHAEEIZE S TEAMIZEEIIH-LEZ - RREFET I EIHYFET,
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Updates already available

- CLH tempate updated to include new hazard classes
Formats and templates - ECHA (europa.eu)
Interim info package on ECHA website available
New hazard classes 2023 - ECHA (europa.eu)

New hazard classes 2023

* https://eur-

lex.europa.eu/legal- ‘ . : m_;..mu
content/EN/TXT/PDF/?uri=CE
LEX:32023R0707&from=EN

Hazard statement

BRARITERA DI I YA MR ENTOET, PR/ v —S4HYET
L. F=#HLWWISATI7ICEAT AEHRBIRESNTOET HTILLWCLHO T
TL—r3EFNTOT. FHLLWEERISRIZTOVTOFERMIRESN TLT,
YUOIEZZIZHhBESYTT,
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ED CLP Guidance

Tl RIZEBOHAF 2V RIZDLVTTY,

23



Guidance update

MECHA
‘Guidance on the Application of the CLP Criteria B

’

« Part 3
.
3.11 ED for HH Guidance on the Application of the CLP
« Part4 Criteria
. 4.2 ED for ENV S S e B s s
« 4.3 PBT/vPvB iy 3017

« 4.4 PMT/vPVM

Ongoing guidance consultations

REACH cLp BPR PIC

Guidance on the preparation of dossiers for harmonised
classification and labelling (v. 3.0)

Application of the CLP criteria, Parts 3.11 and 4.2: Endocrine
disruption (HH and ENV)

Draft to PEG Dow ad ent [PDF]
09/2023
t EG [PDF)

https://echa.europa.eu/support/guidance/consultation-procedure/ongoing-clp

ECHAIZ. A F UV RERETHILERHEDToNFEL. FHILLWDELLSS
LT ENRBICERTSEDETT A, COTOERITELZRFESTY , BE
H#KPEWSIETLT BEOXZEFXECHAD DI T H AR TR T =12KIEL
TEETHN. SR EEL/MASNDSAREMENHYET . LLEADLHNIEXE
EOTTHATRTWNIEKIENTEET,
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Timelines

Q12023 Delegated act publication/entry into force

Q12023 ECHA experts initiated work on the guidance text

EFSA provided
Q2 2023 ED expert group consultations until 31 Ma

pertgroup Y valuable support

Q32023 Launch of PEG and RAC consultations during drafting
Q12024 Revision of the guidance based on comments received
Q2 2024 Second round of comments
Q3 2024 Guidance publication

Q2 2025-Q4 2026 Transitional period ends for substances

Drafting work and consultation is currently on-going.
Changes may still be introduced during review process.

Following slides reflect ECHA's current views.
EECHA

NDEBEFDEIALTA I wﬂ' 1IEENONEDERICEFELT
L\il;c BRI IL—TDHRELITOCVWET . COEMARITIL—TIEZD=0
[CERSIEShTWVET, FDHIC liﬁ% BB A->TWETL, EERELEA-TLY
£9,

SHRE.COXEDHREEEDTNET . ZL T EMLGHIFT U R(F2024%5
DI0RIZARENFT . SEBELLTLAIRAE. BEDEBEEFEDRS IS
TWETHA. SOZDEMRITIL—TOREICEI - TININERTINSIGEELH
UET, EFSALREDFRICKEZIREL TN TOET  EoMEHLTLSE
ZAEHR—LLTNET,
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Background for drafting the CLP guidance on EDs

The ECHA/EFSA guidance used and considered mostly applicable to the ED Category 1 for HH and ENV.

The following new paragraphs have been included:
Definitions

Identification of the data fECHA efsa-

o o GUIDANCE
Classification criteria

Classification in the presence of other toxicity

Evaluation of the data
Guidance for the identification of endocrine disruptors in

3 3 the context of Regulations (EU) No 528/2012 and (EC
Weight of evidence s No 110(7/2)009 : A

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

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

Classification criteria for mixtures, different tiers
Hazard communication by labelling
Additional labelling provisions

Illustrative examples for classification — best way to illustrate differences between Cat 1, 2
and NC

10 examples for ENV “ECHA

HAZVATTH, ECHAIEFSADHAF U RIZEDNVTULVEL T, h(F2018
FIZEREINFHDTY,

EDDRFEENSIIET, CIFEMREEZR/RICLIZATI—1ELGYFET AN,
HFLWLWISATITHRBYETOT. ATIY23E8FENET . TANZOHAE
VADERBRIIZHEBDITTT,

ZL T, ZDRENE LY KGREATEDLSIZT 5. ., ESVSEHRTHES
nzoh. ZLTEBRDORE -RREDHREHDIWNEIDEDISATITT
ECHAEFSAHAF UV RIZASTWEWL DL ELEFENTT . Fl=. Z£OHhD
EHIBBNAINFETH. ATT)—1-2FNHMBSNC(Non classification) DiELY
AT HENSEREHYET . CNIESETEHEFENTVERATLS,




Scope of the CLP guidance on EDs

The ED criteria do not differentiate among modalities, thus they cover all ED MoAs

Focus of the guidance is on the EATS modalities which are the most
understood:

there is a relatively good mechanistic understanding on how substance-induced
perturbations may lead to adverse effects via an endocrine-disrupting MoA.

there are at present standardised test guidelines for in vivo and in vitro testing
available where there is a broad scientific agreement on the interpretation of
the effects observed on the investigated parameters

The general principles also applicable to non-EATS modalities

Similarly, focus on vertebrates (fish and amphibians)

if available, information on invertebrates, birds and reptiles should be assessed
and can be used to conclude on classification

EECHA

EDD 4. V54 TIT ENAERAZRALTLVEN =0 EDDERERFZ
HETH_LITRYFET,

HATADERIE EICEATSOAEFXDIHRITEYET . Shdt—F &<
BEINTWVSENLTY , CNIZECHAD A A F UV RIZHIDTWVET , AHh=X L
[2ONWTHERMIKERESINTOWET L. ZLTHEIZE>TEIEEIEINSZD
ENDEDISICADBIEIERARFEN L TEETZEITDENENEEEL
S=ZEMRBASNTWET , ZL T, BEIL SN TF=H M54 > Hin vivo, in vitro
DHEBRIELTEBSNTVELT, ZLTCORED/(SA—2IROSN -5
EDHRBRICTOVTIBAWVWHEZENEELRENBFONDIZLIZBYET,

Fi-. —REREBIZEATSUSN OBRKICELBERINET A, LLEHRLAHNIL. £
DYEFEEATSHEHKRRICESLEDLE TCERT A ELTEEFT . BHEFY. £
[CRFELIMAESEICERZETTCVWEI N LLESHIY. B5E. [eREICET
HIEHAHNIEZTNOELEFHEL . P EOERICRILTHILLTEET,
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Identification of hazard information

Information on endocrine related adverse effects for the environment is
normally obtained from animal studies

In the future non-animal methods with equivalent predictive capacity to animal studies may
be available;

Information from read-across or analogy if common MoA.

Information on endocrine activity generally comes from /n vivo or in vitro
mechanistic studies

Also non-animal methods which provide equivalent predictive capacity to in vivo mechanistic
studies

Information from read-across, in silico models or omics approaches, if available.

endocrine activity may also be inferred from observed adverse effects ('"EATS-mediated’
parameters)

For biological plausibility, existing scientific knowledge can be used, e.q.
textbooks and scientific literature

Several adverse outcome pathways (AOPs) have already been established
continuous development of additional AOPs

EECHA

COBEHDY—R, BREICELTTI D, EDE=HITIE3DDIS4T T %
=S NIERYEER A

T RRICHT SR WEEDHEELEICET HIFMENSITET, ChlF
EICEMREALFIONTT  LHL., FRMICITIEEMERERDAEREZLFIA
AREICEAMELNGNEE R TVET . . COBHRMN—F-TI/ORDT T
A—F . FEBEHBE(7FO0) LW 7TO—FHLAFTEHILELTE
BOTIFGENMNEB>TVET . BICHBOERABENHIEEEZDELYT
ER

ST A HEEICET AFRELSDIX. in vivodp B UNEin vitroD A =X L
MEMNS—RICHEONFETH. CHEEHERVGEVFEINGIRBINDIGEES
HYUET, E£f-V—K-7HORGET7TO—F. in-silicoET /L. $HBLLOMICS
D7 7O—FHhoDFEMAFEAAREICLYET, ZL T, COEREI DD S
EATSHENTA—EIMBAFTHIEEMEEICHEDERNET , THIZAR B
ELEMEHEGRIRTREICT AhELNER A,

ST AEMENICRYTEERICOVNTIE, BN EMEBEFRTESEEZ
TOWET . BREOHEXNMGEN R RIZEEINERVET  FIZIEEEHED
FIRIFIR(AOP), CNIZOECDMBEIZEZHFLTVWET D TINEFESILHTE
FIL. RERAETDAOPLZELRRIZEIMNERNET,
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Evaluation of hazard information

For the EATS modalities, the Revised OECD GD 150 provides guidance
on how to interpret parameters normally investigated in (eco)toxicity
guideline studies:

Parameters that inform on adverse effects:

“"EATS-mediated”
“Sensitive to, but not diagnostic of, EATS”

Parameters that inform on endocrine activity:

In vitro mechanistic
In vivo mechanistic
“EATS-mediated”

In addition, results from well-performed and reported studies from the

open literature may also include endocrine endpoints and can provide

just as valuable and useful knowledge as results from guideline studies
EECHA

EATSONEHKIZDNNTTT M., OECDDHARSAUIZEDINTHITVET,
INTGA=BIE, CDHAF DV RIZEDWVTIEREAFLTWET  EEE(CRE
THEDEHEZSTT L. AR EHEICET 5/35A—28F5TT,

EEZEICEALTIXEATSHELEDICEAT 2EANENLD ., DFYDEE
HERNEENTOETHS. TOHFHLZERE. 25021230 A>TUE
9, ZLT. RZUENHLHH ., BEHILGEIEICIEESLEVDDLD ., THIEFTHELIELS
ASIZBYFETH, SNIEZ DD EFREANDLEWNIIBE T, ZD=HIZIEID
EDICEAY 530 b MmN EIZLEYET,

IT.EDDEMICEAT /35 A—F2TE AL, in vitro, in ViVOD AH=X LMEZ
THIETEMNFOTRECTHEYFET L, FERELTTZDEEIZET L0
EDEATSHAILEDMNENSIEDERBITNIERYER A EEAAHTAIRSIY
T TRBHERZRIVELHVET  CNIEERLTMR ORI DN
MBEEZTVET,
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Use of mammalian data for environment

Annex I: 4.2.2.3.4. Using a weight of evidence determination, evidence considered for
the classification of a substance as an endocrine disruptor for human health referred to in
section 3.11 shall be considered when assessing the classification of the substance as an
endocrine disruptor for the environment under section 4.2.

Effects on mammals can also give information on endocrine
disruption in non-mammalian vertebrates

Data on mammals and other taxa should be considered together
in a holistic approach as part of the available evidence for
reaching a conclusion on the need to classify the substance.

EECHA

BIZFIREFZE~ADIAENS L TEMLGHRRAGXBMEFEIELTEET,
HEFEDOT—2ZHEETELBVEHEBMORA R BHIELIZFI AT HIENTE
FI. ZTLC.REBEYMADT—2ELTENEFRTHIEETEEFT . ZL T,
BERNEEEZDERBLOBEESENHEIMNEIMNEWNSTZEBIITINE
NHYET AELOMNHEELZONENSIETT,

ZLT. 2DV ETHIBRIZECHAD A A F U R ICHEESNTWNVET A, EB1P=E
BARRIZES>TWELT, MEEDOLDIZELTIEIESERICHYFET DT, B
DT AMIDBELZNENSZEIZHYET,
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Population relevance

BEAEBEOEREMIZDNTTY,
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Population relevance - text in the current guidance

Annex 1: 4.2.1.2.1. Substances and mixtures fulfilling the criteria of endocrine disruptors for the environment based on
evidence referred to in Table 4.2.1 shall be considered to be known, presumed or suspected endocrine disruptors for the
environment unless there is evidence conclusively demonstrating that the adverse effects identified are not relevant at the
population or subpopulation level.

Annex 1: 4.2.2.1. Where there is evidence conclusively demonstrating that the adverse effects identified are not relevant at
the population or subpopulation level, the substance shall not be considered an endocrine disruptor for the environment.

The assessment of the scientific evidence shall consider as adverse an effect that may impact the maintenance of wildlife
populations.

Relevance of affected parameters:

Effects on growth (body weight and length), development and reproduct\'onésuch as fecundity, sex ratio, hatching
success and offspring survival) in single species are considered relevant by default

Behavioural endpoints that affect population

Effects in non-reproductive organs are considered relevant at the level of population when accompanied by a
pattern of effects on other more apical parameters

Effects in mammals needs to be considered in the assessment for wildlife from a different perspective

In some cases, they may not be relevant because no impact at population level

Effect level:

Statistically significant difference compared to the control and the biological relevance need to be considered

EECHA

— DDIREADTFAELTRELGH IO, EARFEOBEEEICBYET.

CNIFEETYIN, BE2EBRETSLDTT  LWALWALERNEMRNG
LIRS THEY,

ZOEFEEDREEMEENSICETI N, COEEETRITEH/NNTA—2DEEN
ERFET, MUK, RE. KEANDEZEERTT . CNIEHHREELT
RET . F-. COEKRBRICREEZRETITRZHNINRAOMEZ TN
BYFH A FISEEERE ISR TLHEEE. BEMICERBEEOBESENDH
HLEEAFEADT, HEDREMGNGA—ZICRIFTEZENI—VFEIH
EIMENSITEZR TR EAHYFET,

HELEANDZEICEALTTY A, ChEiMiiLahERYELRA. T
EEYITHTHENIFNDERNOERT IVESHYET . ELT. TIHE
RELOBESELHD. BNEWST-ZEEZIALHILEITNIEGYER A,
COEFEFOHR - REFICIIEARNENEVSTERICEIEETLHYET,

HELANILTYD, A FHEEBEENMBRHLLERLTHOEE. LD
ENDNEYFHRERERZEZE T DIDELADHHEIGEE. ChIFZEZA L TN
FEYEE A
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Population relevance - Specific considerations for thyroid

Data from mammals:

Thyroid histopathological findings observed in rat are considered relevant at the population
level if observed together with impairment of growth/development and/or reproduction.

If the data package does not contain information on more apical endpoints because those
were not investigated, the population relevance cannot be excluded

Data from amphibians:

In the case of amphibians, normally apical endpoints are investigated together with thyroid
histopathology.

chan%es in thyroid histopathology are considered adverse at the population level when observed
together with effects on development (i.e., accelerated or asynchronous).

Population relevance can be excluded only if thyroid histopathology is observed and
development was investigated, but no concomitant effects were observed.

If effects on development were not investigated, it cannot be excluded that changes in
development would have occurred if changes in thyroid histopathology are observed.

in such cases changes in histopathology should be considered relevant at the population level unless
available information demonstrate the contrary.

EECHA

FARBRICEALTIEEFRGEEEENHY. ZOEEIEHABEOT—2%EESS
EDNTEFET.LHL. BELZDT AN+ A TIEREVME S XA FELYMAEF O
REROIWBELHYET,

FARIRICEET 5. FIZ IES VA TROONI-RBABFMRT RN H oI5 X,
FNERFELARNILELTEEENHDIEEZETT . R KB £EICEIT5E
ELHETROONGEIIEEELAHDEEZFET,

BIZIEREBECINDRIESIN TWEI>IGRICIXEELR T IO—FELVEL
T, COEFEEQOBES TN EVNSISSIZHER/ DT RITAIELEYVEREA LD
L. BAEBICBELTTE A REMZ(TEAILL) TURRAUREBRLZTAIE
BYFRBA, CNEFDLESIRRIZEEMNERNET, LI=A>T, BRIEDIRIE
HEENEELIRBEZELHE CROoNIGE L. BERELANILIZHLTE
AELLTRBENSZEIZHRYET,

ZLT. HLZDMDREMB IR RA UM ERAEL. TNADIEETHIGE
[CIEEAFREBELEDEERLENSEDERNTHIENTEFT . REENLERALT
ZICADTEET,

REEZENRANONGIST-IGEE REZENELCLHATREE LS D EERS
TEFE A BITREBEABFNEIENEOONNIEBRA TERLENSZ EIZRY
T, TNIXERBEOBEEENH D ENSIEITHEYET, HEDA. EMI@H
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Population relevance (2)

Annex 1: 4.2.2.1 (Table 4.2.1) However, where there is information that raises serious
doubt about the relevance of the adverse effects identified at population or
subpopulation level, classification in Category 2 may be more appropriate.

Classification as Category 2 may be more appropriate when
effects are observed, but there are serious doubts that those
effects would be relevant at the population or subpopulation level

This conclusion needs to be taken with caution using a weight of
evidence approach

EECHA

Fr. MBEZEOFIZIEATIV 20 [ES5HEUEZEVNSHEELHYET, filH
ERBICRVRRZRZELSOLRERNFETHEESILENLNSITETT . TDELH
[CEALTIEEEA BN TOELT A MEIYERNITHORELEA., Chidx
BEIZIZT—R N, 5—R T, EATHTT7TO—FERAWTEEIZHIERT S
LIZHBENEBWNET, ATTY—2(CEALTIEZFSWLSZEICRYET,
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Classification in the presence
of other toxicity

mOFESNFET HBEEDFEITONTTY,
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Classification in the presence of other toxicity

Annex I: 4.2.2.2.2. Adverse effects that are solely non-specific consequences of other
toxic effects shall not be considered for the identification of a substance as endocrine
disruptor for the environment.

Substances shall not be classified if such an adverse effect is
produced solely as a non-specific secondary (indirect) consequence
of other toxic effects.

The presence of other toxicity i.e. (adverse) effects other than the
endocrine-related adverse effects shall not bé used to negate findings
of endocrine-related adverse effects

If ED effects observed with co-occurring other toxicity, case by
case evaluation considering aspects such as dose/concentration
response and severity of the other toxicity

Endocrine-related adverse effects observed below the
concentration where other toxicity is observed, can be _
considered as secondary to other (non-endocrine) toxicities only if
substantiated by the MoA analysis (comparative assessment needed)

EECHA

15—D0D. ZOHAF U ADFDWELENSID L, ZDMDEENHDIGE
DHFEEHYET,

ELVSDIE. ZDIZATITHMED R FEICODNWTHEEZEN MBDEEER
D RGIEFENLRERICEEFTDISHIBEIZIE. EDELTRIET S HIk
MEHZLTIEELHBWNEZENTHYET , LD T HLED XSO FEMEM
H55E . EDBAEDEEEZRUNDIERLHAEEIZIE. TNITR 5 HHEEE
BEEEDHREETETAE=OIZANTIIESHEWNEE>TLET,

SHIC M DFEEELHRELEASEDDEEN RO ON-IGSIZIXEEMITr—
A NAT—XATIILDTHHENSIZET,. FORITAE - BERICTEDM
NDEMHDEEELEOEEEETHENDETHELE>TNET,

SHIZ DFEENEOHONSEELUT CTROONIADMEEDESE
M. COERBFEDICESTIHIESNIIEAIZERY . Z0MRSMUNDE
HIZEBZREEDTHAEALTIENTELELESNTLET,
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Biologically plausible link

First step is to gather information from scientific
literature / existing knowledge on possible
endocrine-related MoAs related to the types of
adverse effects and endocrine activity observed for
the substance

The evidence available for the substance shall be
assessed against the hypothesis for mode of
action

Annex I: 4.2.2.3.3. Using a weight of
evidence determination, the link between
the endocrine activity and the adverse
effects shall be established based on
biological plausibility, which shall be
determined in light of available scientific
knowledge. The biologically plausible link
does not need to be demonstrated with
substance specific data.

Existing adverse outcome pathway (AOPs) and
modes-of-actions can be used as a starting point
for the postulated mode of action against which the
evidence can be systematically organised.

Evidence on adverse effect(s) and endocrine activity,
assessed for dose and temporal concordance, can
provide empirical support to the Key Events
(KEs).

I For non-mammalian data, the empirical
support will be mainly based on the evaluation
of the dose/concentration-response relationship
due to the available data set not often allowing
for the evaluation of the temporal concordance
and consistency among species (often only ) Early events
studies on a single species are available).

Intermediate
events

S
>

ZLT  EYMERITE BV EWNSITETT A CNEFEILT =D
RAH#EF DRERZEIL TETIIRYFEE A,

BEOAESHREARBREXFFI D, EOTHINEZ DM RELTIIRERE
NTTEREEEEASLIZEADITTY ELT. BBRMICHEZEALERS
WIEEDOREEERET S EITRYFET,

F- BRENAE—HENROONTEERETERNEDTONSIDER DL
[ZGYFETH BERETEIENEEZLDT—EM0 7GR HEARET
TOT, EICHE - RERIEHEOERICEDITENZLG-T, CORFRMNG—
HtHAINT—EUHET —FZAFTELGNILIZRYFES, ELVDIDIFE, [F&
AEDGRIFE—BEBICRATIMELNAAFTEGRLALTY,
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Weight of evidence - factors to be considered

Annex I: 4.2.2.3.2. In applying the weight of evidence determination and expert
Judgement, the assessment of the scientific evidence referred to in section 4.2.2.3.1 Existing human/animal
shall, in particular, consider all of the following factors: data or non-animal data
with equivalent
(a) both positive and negative results; predictive capacity

(b) the relevance of the study design for the assessment of adverse effects and its
relevance at the population or subpopulation level, and for the assessment of the

endocrine activity;

(c) the adverse effects on reproduction, growth/development, and other relevant )
adverse effects which are likely to impact on populations or subpopulations; In vitro data

(d) the quality and consistency of the data, considering the pattern and coherence of
the results within and between studies of a similar design and across different l:
species;

(e) the route of exposure, toxicokinetic and metabolism studies;

(f) the concept of the limit dose (concentration), and international guidelines on Other sources
maximum recommended doses (concentrations) and for assessing confounding (e.g. (Q)SAR)
effects of excessive toxicity;

(g) where available, adequate, reliable and representative field or monitoring data or ;v—)
results from population models.

EECHA

HEW=EOWTLDSYRAN CNERFHBRROEAFTFICHDTED LI
BREBERIANENZEVTVEY  BE-IEERADHER. TLTHRERT YA
DORYME, FTHO—EN-E., SOICRERR, TEEETHE ST
DIA—IRFELFEZR) T T8, CNLAREEL TERTHIENTEE
ER
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Decision on classification

DEDREIZONTTY,




Decision on classification (1)
Classification based on:

Strength of evidence for the three elements (adversity, endocrine
activity, biological plausible link) in WoE approach

Expert judgement necessary
Evidence for the three elements always needed for both cat 1 and cat 2
Population relevance of the adversity needed for both cat 1 and cat 2

Plausible biological link always needed:
existing knowledge on endocrinology / (eco)toxicology may be sufficient to assess the
biological plausibility (e.g. if MoA mainly established and empirically supported on the
basis of EATS-mediated parameters).
understanding of the key event relationship (KER) based on previous documentation
and broad acceptance (e.g. established AOP)

However, classification warranted also when there is not enouc};h
information to postulate a detailed mode of action due to the lack of
thorough mechanistic information (e.g. when difficult to identify specific modality
due to complexity and cross-talk of endocrine system) _—_

TIE. COMEDREEESRDDIDM  DEEIA2H . PRELGELDMN, ZES
I 2DOMENSITEITHRYFET A, RIEYSDDERICE DN THIEEN ST
EIZRYFET , HBEME. AR RENE. AYFHEEE. COERTRFIN B
FREATTOTTO—FEFEITENTEETH, FRICERHLTLDTT L
AoT, EMRDHIFABLEESNFET,

REICE, RRIEBDODERDIHMNEITBETH>T, AT7I—2[cAh
SBELLETTY . - BARBFLOBEMLERLGYET . ChoDERMN
ROLNIGMEEICIEREEINGNENIZEITRYET X T DFEHRMIH
SWEEICONTHOTHTA TGN EITRYFET,

FIFEMBRANLELD EYFIGEESRITONT, ChiEITREE
SNFET . LHL. EFEOMBZEITME S S5 &ITRY, T F—AXUFDOEEMS
[COWTHEBFEBEIZGYET, FIZITHEILSNT-AOPIRETY , =, LD

55 WEDDEITONWT, GIZITFHRCEREFN TGS, T2 IERN
BWEOIZHEET AT O+ RGERNENGEETHLISAR TNABELLGYFE
Y, BIA LA BFEDERTHEHN ., ERGERERE IS HOENEND
FOFIRRTH>TH. MED ST HEITAIEERTYET
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Decision on classification (2)

- Elements to be considered in deciding between category 1, category
2 and no classification:

Consistency of results e.g. positive and negative / pointing
towards different directions

issues with study design such as dose/concentration level setting
etc.

lack of some data that would be needed to increase certainty

- Some illustrative scenarios (and examples) provided in the guidance
(e.g. on the basis of ‘EATS mediated’ or ‘sensitive to, but not
diagnostic of, EATS’ parameters)

The advice given in the guidance is not binding, but tries to illustrate
the most likely outcomes

Ultimately, case—by-case decision

EECHA

FNTIE, A7) —1h2h . HEIWEDELLELD, EQLIITRET 5D M
EWNSTETTA., BELWLVLELERSICEZAGITNIEGSHEWVERNAHYE
ER

SHITHIAFHERO—EUNESITY . AR T AUICBET SMETESH .
REDREILEID, Tz, FEEUNHASEICIEERMICEOATI)—/H
DINTGURANEDL DI EIZBYET  EARMGHIBZAAF X TIEERLTNT,
CDEWZDWVTEHREICLESELTIEIWET A, COHIBRIEEIZr—R /31 -
T—RXTIHONBEIEITHY, ZO=OIZEMARDHHENBELELYET,
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No classification

adversity is not observed, or
adversity not relevant at population level (Env) or
endocrine activity is not observed or

if adversity is solely a non-specific consequence of other toxic
effects, i.e. when a non-endocrine MoA has been demonstrated
to be the most likely explanation of the observed adverse
effects

when adverse effects are observed which cannot be linked to
the observed endocrine activity using existing knowledge,
therefore, a biological plausible link cannot be established.

EECHA

T P RELGVMESEEINEVNSITETRLEIFELEA BIZEHEEMH
AEBHONGNLIBEE . FFRETIHEEENGL, BEESEFEEL
NILTHAEE . F-ADBEENBDOONGVGE X SENTERNI IR
VET . T, TOEFEETUNFFENLTZTOMDFIEERADKBRICTER NG
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Thyroid specific
considerations with respect to
decision on classification

DHEOREICETLIFRIRFADNDEESREICONTTY,
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ENV Thyroid specific considerations

- Classification of a substance as ED ENV can, in some situations,
already be reached considering the available evidence on the thyroid
modality from mammals

E.g. If adversity observed in mammals is population
relevant (e.g. neurodevelopmental effects)
Category 1 ED ENV (no need for other data)

- If adverse effect(s) observed in mammals, taking into account the
whole data package in a weight of evidence approach, are
considered not relevant at the population level:

classification for environment is warranted only when there
is information specific for the environment proving the
population relevance of the effects.

The allocation to category 1 or 2 will depend on the type of evidence
available and on the strength of that evidence.

EECHA

SHIT FITBZGTNEGLELDIE, BRIRDBETY,

BRELEZLELEA . KRICESTIIBRICH EHOHI N TZHZENHYET,
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Overview of ENV examples

Example Classification Modalities Description

number covered

Example 1 ED ENV cat 1 EAS There are no data available in fish or other wildlife organisms,
therefore classification is solely based on data on mammals showing
adverse effect(s) at population level.

Example 2 ED ENV cat 1 EAS Data-rich substance (e.g. pesticide)

Example 3 ED ENV cat 2 EAS Data-poor substance (e.g. industrial chemical under REACH)

Example 4 ED ENV cat 2 EAS Adverse effect(s) observed are not convincing enough to place the
substance in Category 1

Example 5 ED ENV cat 2 EAS Adverse effect(s) observed are associated to ‘Sensitive to, but not
diagnostic of, EATS’ parameters

Example 6 ED ENV cat 2 EAS Data-poor substance (e.g. industrial chemical under REACH)

Example 7 ED ENV cat 2 T Classification based on data only on the metabolite

Example 8 ED ENV cat 2 Non-EATS Data on birds used

Example 9 No classification EAS No classification as no adverse effect(s) (the only effects are
observed in the presence of other toxicity) and no endocrine activity
identified

Example 10 No classification EATS No classification as no adverse effect(s) and no endocrine activity
identified. EECHA

HEW-EFOWTLWADOAREDAFARZRYET L, BAENLEEHOHRET

-d_o

BOAAZTVZADRIZIEFINLILASTVSIETLEBNET ELVHSDIE B
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Thank you
francesca.pellizzato@echa.europa.eu
echa.europa.eu/subscribe

~&p- Connect with us

O echa.europa.eu/podcasts m European Chemicals Agency @one_healthenv_eu

, @EU_ECHA n @EUECHA B cuchemicals
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