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* Introduction — Defra and Chemicals and
Emerging Technologies Division;

* The EU approach to endocrine disrupting
chemicals — the Community Strategy;

* Current EU legislation and recent changes;

* What issues arise from these changes and
how should they be addressed?

+ EU Water Framework Directive.
* Conclusions.
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Defra — Department for Environment, Food and
Rural Affairs

‘UK government department, supported by 38
Agencies and Public Bodies.

‘Responsible for policy and regulations on
environmental, food and rural issues.

*Priorities are to grow the rural economy,
improve the environment and safeguard animal
and plant health.
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Right Honourable Owen Patterson MP,
Secretary of State for the Environment

Although Defra only works directly in
England, it collaborates closely with the
Devolved Administrations in Wales,
Scotland and Northern Ireland.

.. Defra generally leads for the UK on
~_ negotiations in the EU and internationally.
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Technologies

‘international and domestic regimes for the
regulation of chemicals;

‘implementation of the EU REACH schemes;

‘regulatory implications of the development of
material on a nano scale;

*sponsorship of Health and Safety Executive
work on pesticides;

*Genetically Modified Organisms - policy and
regulation.
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policy

* Endocrine disrupting chemicals (EDCs)

WHO/IPCS definition (2002):

“An endocrine disrupter is an exogenous substance
or mixture that alters function(s) of the endocrine
system and consequently causes adverse effects
in an intact organism, or its progeny, or
(sub)populations.”

* Chemicals in combination
* Pharmaceuticals in the environment
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2ds to be seen
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Chemical cocktail
risk to fertillty  STOLEN FUTURE

Are chemicals
behind drop in
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NDOCRINE

- Adopted in December 1999 (COM (1999) 706)
http://ec.europa.eu/environment/chemicals/endocrine/documents/i
ndex en.htm#SubThemes2;

- Addresses key requirements: further research;
international co-operation; public communication; and
appropriate policy action;

- Short-, medium- and long-term actions;

- Progress reports at regular intervals, most recent
August 2011.
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- Establish priority list of EDC substances;

« Monitoring programmes for substances on the
priority list;

 Information exchange and international co-
ordination;

* Provide information to the public;

» Consultation with stakeholders.
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* Identify and assess EDCs: include
harmonisation of the development and
validation of new improved testing methods;

* Research and development on mechanisms
of action, causal links between exposure
and adverse effects, risk assessment
concepts, exposure assessment and
monitoring tools.
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or more)

Adapt and/or amend present EU
legislative instruments which cover
chemical as well as consumer, health
and environmental protection to take
account of endocrine disrupting effects.
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SUMMARY:

* increasing understanding of functioning of endocrine
system and its susceptibility to exogenous substances;

* many substances may cause changes in endocrine
systems, but considerably challenging to identify when
these result in adverse effects;

* much EU legislation has specific provision on this
issue, current focus is to agree on approaches for
identification and assessment of EDCs;
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* EU legislation currently has limited opportunities for
integrated assessment of cumulative effects of EDCs;

» assessment of such cumulative effects is being
undertaken in relation to certain product types or
substances, but no mechanism for assessing
cumulative impact of EDCs on environment and human
health;

* Commission contracted a major study on the impact
of EDCs, to form the basis for review of existing
Community strategy.
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REACH (Registration, Evaluation, Authorisation and
Restriction of Chemical Substances) (1907/2006):

Chemicals having endocrine disrupting properties with
level of concern equivalent to:

- carcinogens, mutagens, repro-toxins (CMRs); or
- persistent, bio-accumulative and toxic (PBTs); or
- very persistent and very bio-accumulative (vPvBs).

and identified on a case-by case basis, may be included
in List of Substances Subject to Authorisation.
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Plant Protection Products Regulation (1107/2009)

(PPPR)
+ Any active substance, safener and synergist with
endocrine disrupting properties that may cause
adverse effects in humans cannot be approved for
marketing and use unless the exposure of humans
under realistic proposed conditions of use is
negligible.

Biocidal Products Regulation (528/2012)

+ Substances which are EDCs cannot be approved
unless exposure negligible;

* But may be allowed on grounds of public health or of
public interest when no alternatives are available.
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» Marks a shift to regulation based on hazard (potential
for harm) from one based on risk (the likelihood of
harm if exposed to a hazard);

* But at present no definition and/or criteria within
these pieces of legislation to identify EDCs;

* Current scientific definitions (e.g. WHO/IPCS) are very
broad, for example can’t discriminate between EDCs of
regulatory concern and those of low priority;

* European Commission was required to make
proposals to establish criteria in 2013.
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* Should non-ED effects — e.g. CMR - take precedence as
‘Lead Dose’?

* Potency (amount of a substance required to cause an
effect) — should a distinction be made between a
chemical having ED effects at, say, 1 mg/kg/day and
one only having adverse effects at, say, 1000
mg/kg/day?

* If included, should it be a ‘cut-off’ criterion, or part of a
weight of evidence approach?

* How many categories of EDCs should there be — just
yes/no or include ‘suspected’ and ’potential’ EDCs?
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[ Evaluate all available data ]

1 Assessmentof ED

properties not

Is the substance already classified as a IE> .
[CMR Cat 1A or 1B under the CLP Regs? required- same
regulatory

- \_consequences apply* /

[Are there adverse effects potentially related to ] - £ Y

ED in intact organisms in acceptable studies?

Substance is not
deemed an ED of
regulatory concern:
Proceed with

[Are the effects judged to be relevant to humans? ] - standard risk
assessment

§

Are serious ED effects observed at or below the -
STOT-RE Cat 1 guidance values of the CLP Regs®?

iy A g

[ Substance is an ED for regulatory purposes |

* Assessment of ED properties may still be needed for the purposes of REACH ED-SVHC identification (Art 57(f));
* Only potent EDs can be considered of equivalent concern to CMR 1A or 1B substances, as required by REACH Art 57(f):
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Substances can be placed in 3 groups:

*Group 1 — Endocrine Disrupter: known ED effects in
humans or animal species, in environment or lab
studies.

*Group 2a - Suspected ED: some evidence for ED
effects, in environment or lab, but not enough for
Group 1.

*Group 2b - Indicated ED: some in vitro/in silico
evidence of potential effect in intact organisms; could
also be in vivo, but may/may not be ED mediated.
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* Some points of agreement, such as incorporating a
requirement for adverse effects to be demonstrated.

» But Danish proposal does not incorporate ‘potency’,
so no distinction would be made between chemicals
causing ED effects at very different doses.

* Denmark considers timing of exposure more important
than dose.

* But without incorporation of potency in EDC criteria,
large numbers of chemicals could be subject to
disproportionate regulation.
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Recent study indicated potential costs of £100s of
million (¥10s of billion) to UK agriculture from loss of
40 active ingredients due to revised PPPR;

Other possible concerns:

* Increased pest resistance due to less diverse range
of pesticides available;

+ Establishment of non-native species as pests;

* Lack of investment in new products due to loss of
economic confidence.

Need to be sure that benefits outweigh costs.
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Are current chemical test protocols
fit-for-purpose in identifying EDCs?

*Extensive international programme under
OECD.
*Agreed many animal groups not [yet] covered.

*The Scientific Committee of the European
Food Safety Authority (EFSA) recently
provided an opinion:
http://www.efsa.europa.eu/en/efsajournal/doc/3132.pdf
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* a reasonably complete suite of test methods is
(or will soon be) available to identify and
characterise the important hazards of EDCs;

* these methods are, in principle, fit-for-purpose
for establishing safe doses/concentrations;

» consequently, EDCs can be treated like most
other substances of concern for human health
and the environment and be subject to risk
assessment.
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* European Commission to undertake Impact
Assessment;

* Two month public consultation from February
2014 included, as part of standard procedure;

- Consideration of a clause in the PPPR Annex
to allow continued use of some specific
chemicals identified as EDCs expected as one
of the options in the Impact Assessment ,
again as standard practice;

* Expect new proposals from Commission
around autumn 2014.

@@' Department for Environment, Food & Rural Affairs 25

EWVWSTET, BRIZFESHEVLWET L. BRINEELIZEWLNTIEELEM
HEOMTERA—HBLTEYFEFA, SEXFEFTIZCEDCOERICDOLNTIZ
ERN—BLEZESIZHY FEA,

FLTEEFMZOLATOIEVNS ZEIZARYFELT, 2HABIZHT=>
T. RED28 6Ty - a P )LT—23ar, THITEENGFIE
ELTITOhNAEZ EIZHE2TWET,

F-. ZBEDEITELT, 25V =& EmIZHLNTIE, £~ L TPPPR
AnnexIZHAHFIEFRETL. HABTEDILEYWE TEDCE L ->T=-WEIZEL
TlE., ZOBRLFES CENTEEINESMNICELTRIIHIEAHY ET

ZLTEZOKITEEDOHEIICITFLWVMERERNESIDTIEILHELWMNEEZZ DL
hThY. SELBREETRTT,



Water Framework Directive (2000/60) and Directive on
Environmental Quality Standards (2008/105):

» control of chemical substances (priority substances)
that pose a risk to or via aquatic environment - may
include EDCs;

* PBTs or substances of equivalent level of concern may
be designated as priority hazardous substances;

» consistent with REACH, equivalent level of concern can
include substances having endocrine disrupting
properties, e.g. nonylphenol.
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Ethinyl oestradiol, oestrone and diclofenac proposed as
Priority Substances - their inclusion would have set
limits to their concentration in surface waters across the
EU.

Ethinyl oestradiol active ingredient of hormonal
contraceptives — preferred method of fertility control for
tens of millions of women;

* but extremely potent — can cause effects on fish at
sub-nanogram per litre concentrations.

Oestrone is a naturally produced hormone and also
used in Hormone replacement therapy.
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» Used to treat painful and inflammatory
conditions;

* Human and veterinary pharmaceutical,
» Well-known safety and efficacy profile.

But uses in Indian sub-
continent led to catastrophic
decline in vulture numbers.

Potential for impacts on freshwater fish?
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Concerns from EU Member States that the evidence base
for inclusion was not sufficiently robust.

Potentially very high costs for removal from waste water:
on current technology estimated £27 billion
(¥4, 527 billion) over 20 years in England and Wales alone;

Significant public health concerns over any potential for
restricting access to widely used medicines.

Following negotiations, the 2013/39/EU directive put these
3 substances on to the “watch list” - a new mechanism
to gather information on emerging pollutants.
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Clearly debate continues over EDCs in Europe;

Awaiting Impact Assessment and subsequent proposals;

Need to ensure that debate continues to be based on best available
science;

UK and Japan have long-standing and highly successful research
collaboration on endocrine disruption and in OECD test method
development programme - can help to ensure development of the
science so we can make sound decisions.

http://www.uk-j.org/index.html

UK-Japan Workshop 2012, Windsor , England
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