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Content
—  Integrated Regulatory strategy for EDs

—  ECHA experience on ED identification
—  CLP criteria for Endocrine Disruption — regulatory framework
—  ECHA’s work on the CLP Guidance - focus on environment

<> Sources and assessment of information
<> Population relevance
<> Classification in the presence of other toxicity
<> Decision on classification
<> Thyroid specific considerations
> EECHA

—  RDH<ELYE (EDs) &R R ELT-H# & 7517 Hi| B AR
—  ECHAMEDMREEIZEET 5#XE
— R HIEERIZEAT BACLPYSATUT — REID#MEH
—  CLPHAS U RIZEHTAECHADEX: — BIEIZERZHTS
< &R0 AT
¢ [ERELOBREMN
e HOEEDOBEETTONEE
@ DEORFE
2 <« BRIBFAEDEEEIE EECHA




Integrated
Regulatory
Strategy

— Regulatory processes
interconnected

— Work on groups is
central to findin
substances needing
actions

— Iterative process
— Transparent
« Annual report
* Chemical universe

* Publication of
Assessment
Regulatory Needs
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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

— Examples of groups of substances
with ED properties: Bisphenols,
phthalates, parabens
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Generation of further
information and
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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.
YECHA
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Regulatory Risk management

v

Hazards can be confirmed either through: R e IOn S
Harmonised classification and labelling (CLH) ;( )
Identification as a Substance of Very High Concern 3 g
(SVHC): a substance that gives rise to an equivalent level RESTRICTION e ReC TION AUTHORISATION  APPLICATIONS
o1|’ corécerntﬁs EBT{ijPVE oLr_ (t:MR. The substance is then T e LTS R ATtoRzATION
placed on the Candidate List. LABELLING uist
' = (= 2= /=)
Those have consequences for the company level risk management (T( vy > %‘{ > ) ° ‘?/w

and they trigger or enable authorities to take further regulatory

fisk management.

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 SUPPORT

ECHA > Search for chemicals > Candidate List

Candidate List of substances of very high concern for Authorisation

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

Notes: FURTHER INFORMATION

= More information about Candidate
list of Substances of Very High
Concern for Authorisation

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 33 of the REACH Regulation.
Numerical identifiers: Each candidate list entry covers both anhydrous and hydrated forms of a substance. The CAS number
shown in an entry is typically for the anhydrous form. Hydrated forms of the substance identified by other CAS numbers are
still within the scope of the entry.

= Data on Candidate List substances

in articles
= Reason for inclusion
el []
(o] (21 (8]

Other numerical identifiers: For those entries with "-" in the EC number and CAS number columns, a non-exhaustive
inventory of EC and/or CAS Reqistry numbers describing substances or groups of substances considered to fall within the scope
of the Candidate Uist entry is included, where practicably possible. This information can be accessed through the "Details"
button of the selected entry.

Filter the list See a problem or have feedback?

>
Pagelofl ms per Page w  Showing 16 results. + First Mext
Substance name EC No. CAS
expand / collapse No.
4,4"-sulphonyldiphenol 201-250-  80-09-1 17-Jan-2023 Toxic for reproduction (Article 57c) D(2022)9120-DC - ©
5 Endocrine disrupting properties (Article 57(F) -
environment)
Endocrine disrupting properties (Article 57(f) -
human health)
Phenol, alkylation products (mainly in para - - 08-Jul-2021 Toxic for reproduction (Article 57¢) D(2021)4569-DC < ©
position) with C12-rich branched alkyl chains Endocrine disrupting properties (Article 57(f) -
7 from oli isation, covering any individual amirnnment) EUROPEAN CHEMICALS AGENCY
LEGISLATION CONSULTATIONS SEARCH FOR CHEMICALS SUPPORT
ECHA > Search for chemicals > Candidate List
(published in accordance with Article 59(10) of the REACH Regulation)
Notes: FURTHER INFORMATION

= More information about Candidate
list of Substances of Very High
Concern for Authorisation

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 33 of the REACH Regulation.
Numerical identifiers: Each candidate list entry covers both anhydrous and hydrated forms of a substance. The CAS number
shown in an entry is typically for the anhydrous form. Hydrated forms of the substance identified by other CAS numbers are
still within the scope of the entry.

= Data on Candidate List substances

in articles
= Reason for inclusion
el []
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Other numerical identifiers: For those entries with "-" in the EC number and CAS number columns, a non-exhaustive
inventory of EC and/or CAS Reqistry numbers describing substances or groups of substances considered to fall within the scope
of the Candidate List entry is included, where practicably possible. This information can be accessed through the "Details"
button of the selected entry.
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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 (WOoE)

» Expert judgement needed
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ECHA’s ED Expert group (ED EG)

ED assessment is not easy

The ED expert group gives support to Member States
contributing to the efficiency of the evaluation process
(for REACH, biocides and soon CLH)

It gives informal scientific and non-binding advice
e Identification of data generation needs
e Interpretation of data received from Industry

e Contribution to development of approaches for testing strategies and
assessments

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

Authorities:
Member States
and EEA

Industry
stakeholders

Public interest
stakeholders

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

meetings per year) European DG GROW, DG ENV,
Commission DG JRC, DG SANTE
Others EFSA, CH, OECD
https://echa.europa.eu/endocrine-disruptor-expert-group
o
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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

o 29 under assessment
o 3 concluded ED
1 postponed
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NEW CLP criteria
for Endocrine Disruption
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INFORMATION ON CHEMICALS

ECHA > Legislation

Legislation

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.

s Read more

POPs

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

= Read more

13

CLP

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
dtizens and the environment from the harmful effects
of contaminated drinking water and to improve access
to drinking water.

s 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.

= Read more

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.

= Read more
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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) CECHA
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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.
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New Hazard Classes and Criteria to CLP

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

+  Endocrine disruption
+ EDHHCat1andCat 2
- EDENV Cat1landCat2

31.3.2023 Official Journal of the European Union

COMMISSION DELEGATED REGULATION (EU) 2023/707
of 19 December 2022

ameding Regulaion (FC) No 1272/2008 s regards hazard clsss and criei for the cassifcrion, o Pe rSiStent, BioaCCU mu Iative, TOXiC

iling and packaging of substances and mixtures
« PBT/vPvB (one_ hazard class, no
sub-categories)

« Persistent, Mobile, Toxic

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

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

CLPADO#HT-LEBEEIZREIFATIUT

M#R

B12023/7071%. LT MH/EEHI R
mi=:

Ao mm < E/EA
« ED HH Cat 1R UCat 2
« ED ENV Cat 1R UCat 2

31.3.2023 Official Journal of the European Union

COMMISSION DELEGATED REGULATION (EU) 2023/707

of 19 December 2022

amending Regulcion (EC) No 1273/2008 3 regards hazard dusses and crceri for the dassfication, iﬁ ﬁj\ﬂg 'Ii . HE {Z( g *ﬁ 'Ii . %'Ii
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ling and packaging of substances and mixtures

PBT/VPYyB (EE&Y S RXIE1DH. Y
PRI B2

. Wt it
PMT/VPVM (HEfES 5 R1% 1 D2,
LT

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




Criteria for ED ENV

Substance is classified when

* i) endocrine activity and

* ii) adverse effect and

» iii) biologically plausible link
between adversity and

endocrine activity is
established

« Cat 1l - 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.

Suspected endocrine disruptors for the environment
CATEGORY 2
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
ii. 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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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.

Suspected endocrine disruptors for the environment
CATEGORY 2
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
ii. 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.




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)

Classification

Category 1

Category 2

Symbol[pictogram

Signal Word

Danger

‘Warning

Hazard Statement

EUH430: May cause endocrine
disruption in the environment

EUH431: Suspected of causing
endocrine disruption in the
environment

Precautionary Statement Prevention P201 P201
P202 P202
P273 P273
Precautionary Statement Response P391 P391
Precautionary Statement Storage P405 P405
Precautionary Statement Disposal P501 P501

Generic concentration limits triggering classification of a mixture as:

Component classified as: Category 1 endocrine disruptor for the | Category 2 endocrine disruptor for the
environment environment
Category 1 endocrine disruptor for the | 20,1 %
environment
Category 2 endocrine disruptor for the 1%
environment [Note 1]
Note: The concentration limits in this Table apply to solids and liquids (w/w units) as well as gases (v/v units).

Note 1:

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

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

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

Category 1

Category 2

Symbolfpictogram

Signal Word

Danger

‘Warning

Hazard Statement

EUH430: May cause endocrine
disruption in the environment

EUH431: Suspected of causing
endocrine disruption in the
environment

Precautionary Statement Prevention P201 P201
P202 P202
P273 P273
Precautionary Statement Response P391 P391
Precautionary Statement Storage P405 P405
Precautionary Statement Disposal P501 P501

Generic concentration limits triggering classification of a mixture as:

Component classified as: Category 1 endocrine disruptor for the | Category 2 endocrine disruptor for the
environment environment
Category 1 endocrine disruptor for the | 20,1 %
environment
Category 2 endocrine disruptor for the 1%
environment [Note 1]
Note: The concentration limits in this Table apply to solids and liquids (w/w units) as well as gases (v/v units).

Note 1:

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

concentration = 0,1 % a SDS shall be available for the mixture upon request.
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C“ECHA

EUROPEAN CHEMICALS AGENCY

Application dates of 2023/707 (new hazard classes)

20 April 2023 1 May 2025 1 November 2026
24 months . 18 months

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

New substances on the market: new classification and labelling mandatory

20 April 2023 1 May 2026 1 May 2028
36 months 24 months

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

New mixtures on the market: new classification
and labelling mandatory

19
echa.europa.eu
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20 April 2023 1 May 2025 1 November 2026
24 months : 18 months

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

New substances on the market: new classification and labelling mandatory

20 April 2023 1 May 2026 1 May 2028
1
36 months 24 months '

- : New classification and
||| Mixtures on the market Transition period labelling mandatory

New mixtures on the market: new classification
and labelling mandatory

19
echa.europa.eu




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.
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IT-development necessary

Industry can update
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.

Need IUCLID
update

before can
inform ECHA
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Y SAETRIHENH DSBS
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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)

ECHA > Legislation > CLP 3 New hazard classes 2023

CLP

Understanding CLP

Classification of substances and
mixtures

Labelling and packaging

Harmonised classification and
labelling (CLH)

New hazard classes 2023

Alternative chemical name in
mixtures

Understanding Seveso

CAL Inventory
Legislation

The role of testing in CLP

* https://eur-
lex.europa.eu/legal-
content/EN/TXT/PDF/?uri=CE
LEX:32023R0707&from=EN

Enforcement

Substitution to safer chemicals

Nanomaterials

Addressing substances of concern

22

New hazard classes 2023

The European Commission has published a Delegated Regulation amending CLP Regulation, wh
sets out new hazard classes and criteria for the classification, labelling and packaging of
substances and mixtures.

It applies to all chemical substances and mixtures placed on the EU market under REACH.
applies to active substances in biocidal products and plant protection products, which are
normally prioritised for harmonised classification in the EU.

t also

This EU legislation is binding to , importers, users and distributors
placing substances on the European Union market. Member States will also refer to the new
hazard classes and criteria when making proposals for harmenised classification and labelling
The new hazard classes are:

= ED HH in Category 1 and Category 2 (Endocrine disruption for human health)

ED ENV in Category 1 and Category 2 (Endecrine disruption for the environment)

PBT (persistent, bioaccumulative, toxic), VPVE (very persistent, very bioaccumulative)

= PMT (persistent, mobile, toxic), vPvM (very persistent, very mobile)

New EU hazard statements:

Hazard class and
‘category code

Hazard

Hazard statement
statement code

EDHH 1 EUH380 May cause endocrine disruption in humans

ED HH 2 EUH381 Suspected of causing endocrine disruption in
humans

ED ENV 1 EUH430 May cause endocrine disruption in the environment

EDENV 2 EUH431 Suspected of causing endocrine disruption in the

environment

SEE ALSO

= Delegated Regulation
2023/707 amending
CLP Requlation (EC) No
1272/2008

= Understanding CLP

Q&AS

= What new elements
does the Commission
Delegated Regulation
(EU) 2023/707 of 19
December 2022 add to
the CLP Regulation?

= What are the
obligatians far
companies following
the entry into force of
the Commission
Delegated Regulation
(EU) 2023/707 of 19
December 20227
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ECHA > Legislation > CLP > New hazard classes 2023

CLP

Understanding CLP

Classification of substances and
mixtures

Labelling and packaging

Harmonised classification and
labelling (CLH)

New hazard classes 2023

Alternative chemical name in
mixtures

Understanding Seveso

]

CEL Inventory

Legislation

« https://eur
lex.europa.eu/legal-
content/EN/TXT/PDF/?uri=CE
LEX:32023R0707&from=EN

The role of testing in CLP

Enforcement

Substitution to safer chemicals

Nanomaterials

Addressing substances of concern

22

New hazard classes 2023

The European Commission has published a Delegated Regulation amending CLP Regulation,
sets out new hazard classes and criteria for the classification, labelling and packaging of
substances and mixtures.

It applies to all chemical substances and mixtures placed on the EU market under REACH, It also
applies to active substances in biocidal products and plant protection products, which are

normally prioritised for harmonised classification in the EU.

This EU legislation is binding to manufacturers, importers, downstream users and distributors
placing substances on the European Union market. Member States will also refer to the new
hazard classes and criteria when making proposals for harmonisad classification and labelling

The new hazard classes are:

= ED HH in Category 1 and Category 2 (Endocrine disruption for human health)
= ED ENV in Categery 1 and Category 2 (Endocrine disruption for the environment)
= PBT (persistent, bioaccumulative, toxic), vPvB (very persistent, very bioaccumulative)

= PMT (persistent, mobile, toxic), vPvM (very persistent, very mobile)

New EU hazard statements:

Hazard class and
category code

Hazard

Hazard statement
statement code

ED HH 1 EUH380 May cause endocrine disruption in humans

ED HH 2 EUH381 Suspected of causing endocrine disruption in
humans

ED ENV 1 EUH420 May cause endocrine disruption in the environment

ED ENV 2 EUH431 Suspected of causing endocrine disruption in the

environment

SEE ALSO

= Delegated Regulation
2023/707 amending
CLP Regulation (EC) No
1272/2008

= Understanding cLp

Q&AS

= What new elements
does the Commission
Delegated Regulation
(EU) 2023/707 of 10
December 2022 add to
the CLP Regulation?

= What are the
obligations for
companies following
the entry into force of
the Commission
Delegated Regulation
(EU) 2023/707 of 19
December 2022?
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Guidance update
‘Guidance on the Application of the CLP Criteria’

MECHA

« Part3
* 3.11ED for HH Guidance on the Application of the CLP

e Part 4 Criteria
« 4.2 ED for ENV oot Cabaring oEh s
« 4.3 PBT/vPvB Sy 2017

* 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)

IR EE Download document [PDF]
(09/2023)
Composition of PEG [PDF]

https://echa.europa.eu/support/guidance/consultation-procedure/ongoing-clp
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e J/N—F3
« 3.11 ED HH

MECHA

Guidance on the Application of the CLP

e JN—F4 Criteria
« 4.2 ED ENV and packaging (CLP) of substances and mistures.
« 4.3 PBT/vPvB oy 2017

* 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 Download document [PDF]
(09/2023)
Composition of PEG [PDF]

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




Timelines

Q1 2023 Delegated act publication/entry into force

Q12023 ECHA experts initiated work on the guidance text

EFSA provided

22023 ED expert group consultations until 31 Ma

Q pert grotp Y valuable support
Q3 2023 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.
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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
+ Classification criteria
« Classification in the presence of other toxicity
«  Evaluation of the data
*  Weight of evidence
« Decision on classification
+  Setting specific concentration limits
«  Classification criteria for mixtures, different tiers
* Hazard communication by labelling

« Additional labelling provisions

=

"~ efsam

European Food Safety Authority

EECHA

GUIDANCE

/ADOPTED (ECHA): 5 June 2018
/ADOPTED (EFSA): 5 June 2018

doi: 10.2903/j.efsa.2018.5311

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

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

and NC
e + 10 examples for ENV fECHA
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/ADOPTED (EFSA): 5 June 2018

doi: 10.2903/j.efsa.2018.5311

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
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Scope of the CLP guidance on EDs

27

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
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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 in 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.qg.
textbooks and scientific literature

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

28  inortmenements ageney
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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:

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

Parameters that inform on endocrine activity:

o In vitro mechanistic
o In vivo mechanistic
o “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

29 rortmenements ageney
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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.

RECE~NOHIET -2 DOFA

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.
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Population relevance
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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 a;ss_essment 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 reproduction (such 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
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Population relevance - Specific considerations for thyroid

Data from mammals:

0O Thyroid histopathological findings observed in rat are considered relevant at the population
level if observed together with impairment of growth/development and/or reproduction.

0O 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:

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

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

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

O 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.

33 e aatwey

Bha s DEERE — FRRICET 55T ERER

RBILED 5> DF—4 -
0 Ty FTROLNLERROBEEMLORAL. k. BE. SRS IRELHDUTRO S SE
JEGBRLALTEERA DD EE S
0 Fh Sy SHEYRENA (FERLE) T ERA S CET BEEAL S, B OBE
HERNT S LFTEA,

WMEEILDT—4 :
0 MEHDHE. FRIEOREBMEBZNREL OO TRENGE (TEALE) TV FRSAY ML, BBHERIC
THRRLGNTLS,
> BRIROFIEEBENEENREZE (ThHhhb. REDREXIIEREYE) EHHETROLONIIGE. BARFELAILT
’E%tﬁf‘éhéo
a ?ﬁ%@ﬁﬂﬁﬁ?%ﬁﬁbmwbh HEIZx L THEZENZEBO NGNS IZRY . EFRE L DR
EHEERNTEIENTES,
O REZENFANONTULVEN--ELTH, FRIEOFEEBEZNZIENZED oK, REIZEIENELT:
AJREME X B ETEALY,
> COEIGHEE, AFAREGERNTNICRT D2 EZMALGVRY . REMABFHELIERFELRILCEEENH D
LEZRBRETHD,

33 e atwey




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

k3 & DEHEME (2)
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Classification in the presence
of other toxicity
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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 asE)ects 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 MoOA analysis (comparative assessment needed)
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Biologically plausible link

—  First step is to gather information from scientific Annex I: 4.2.2.3.3. Using a weight of
literature / existing knowledge on possible evidence determination, the link between
endocrine-related MoAs related to the types of the endocrine activity and the adverse
adverse effects and endocrine activity observed for effects shall be established based on
the substance 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.

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

—  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 Linef of evidence for adversify and/or endocrine activity
provide empirical support to the Key Events In vitro i In vivo I Sensitive to but not EATS mediated
(KEs). mechanistic i mechanistic i diagnostic of EATS

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).
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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
shall, in particular, consider all of the following factors:

(a) both positive and negative results;

(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;

(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
species;

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

(f) the concept of the limit dose (concentration), and international guidelines on
maximum recommended doses (concentrations) and for assessing confounding
effects of excessive toxicity;

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

Existing human/animal
data or non-animal data
with equivalent
predictive capacity

In vitro data

Other sources
(e.g. (Q)SAR)
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Decision on classification
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Decision on classification (1)
— Classification based on:

o 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:

O 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).

O 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 enouclgh
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)
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Decision on classification (2)

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

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

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

v 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
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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.
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Thyroid specific
considerations with respect to
decision on classification
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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.qg. 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.
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Overview of ENV examples

HA

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 EDENVcatl 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. ~— EELMAA
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