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What is ECETOC?

An Industry-funded THINK TANK that develops

Tools and Guidance to improve Risk Assessment

v’ Scientific

v Non-political — we do not lobby. We develop tools and guidance to improve RA

v Non-profit

v’ Independent

v Pragmatic - Practical, Fit For Purpose Tools & Guidance to improve EXISTING FRAMEWORKS
v'Taps directly into industry’s expertise, experience and data

v" All Chemical Sectors - Chemicals, agrochemicals, consumer products, pharmaceuticals,
food & beverages, Oil companies

Industry’s Voice on Risk Assessment:
A Partner for Regulators and Chemicals Management Institutions
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ECETOC’s Purpose: Improve Risk Assessment

(Re)evaluate risk assessment methodologies in
light of emerging science.

Targeted methods and tools that fit into existing
frameworks to speed up risk assessment.

ECETOC tools focus on Regulatory Relevance
and are Fit For Purpose.

New Science to develop more efficient RA tools
and reduce animal testing.

More efficient & cost effective RA frees up
resources available for innovation.
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Work Method:
Transparent Collaboration with Leading Experts

Applied Science

e.g. WHO Risk
Assessment
Network
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Work Method:

Transparent Collaboration with Leading Experts

Structure Knowledge Workshops

Task Forces .
Technical Reports

. Guidance
Symposia

2013 Task Force Technical Reports:

Technical Reports

Workshop Reports

1. Understanding the relationship between extraction technique and bioavailability

2. Development of interim guidance for the inclusion of non-extractable residues (NER) in the risk assessment of
chemicals

3. Evaluation of systemic health effects following dermal exposure to chemicals

4. Activity-Based Relationships for Aquatic Ecotoxicology Data: Use of the Activity Approach to Strengthen MoA
Predictions

5. Efficacy and Safety of Antidotes for Acute Poisoning by Cyanides

6. Poorly Soluble Particles / Lung Overload

7. Environmental Exposure Assessment of lonisable Organic Compounds

1. Assessing Environmental Persistence

2. ‘Omics’ and Risk Assessment Science

3. Mode of Action: Recent Developments, Regulatory Applications and Future Work

4. Expert Panel to better understand Endocrine Disrupter Low Doses Effects



Work Method

Review Hypothesis

FoplicdToxicology
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A proposal to improve clarity and communication
in the EU Classification process for chemicals
for carcinogenicity and reproductive and
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What is the Issue?

The issue in the B dassification of substancesfor cardnogenidity
and for reproductive toscity is best summed up by the title of a
paper by the inventor of the Ames test ‘Chemical Carcinogenesis:
Too many rodent carcin ogens’ (Ames and Gold, 1990). The systam is
se=n 1o be too restrictive by many: it is seen to be too lenient by
athers: and it confuses the public. The origins of this issue are
complicated and go back maore than 40 years. The purpose of this
artidle is to explore the issue and to suggest a way forward.

Background to Classification
Qassification, labelling and packeging (L) in the EU was originally

hazardous properties of chemicals. Each company was at libery to
own way of and its products, making
it cificuilt for [purchasers ta decide how to handie them. During the

The range of hazardous properties that dassfication has em-
braced has expanded since its inception. Originally it focused on
physicochemical hazards such as volatlity, flammability and
explosvity. The concept was then extended to the harm that
chemicats could pose by their toxicity to humans o in the emron-
ment. This started with dassification based on the results of acute
toxicity tests for lethality and local tosdcity tests for comoshvity,
and senstization. These tests have numedcal outputs such
asLD50, or scores from a @ bbit skin o eye imftancy test, which made
it possible to set oritesa for dassification which could be assessed
objectively. There continues to be debate over whether the citeria
are setin the correct place, but the dassification £an be detarmined
from the dat without rehing on the judgement of the asesor.

Bringing Cardinogenicity, Mutagenicity and
Reproductive Toxicity into Classification

During the 19805 and 1990s both the sdence of toxicology and
the ambition of Classification grew. It was recognized that

1970s, indhid ual counties sared to develop chemes
to harmaonize activities within their own boundaries, but this did not

*Cormspondence s 1 E. Dos, Parker Doe Partn ership LLP, Sax 138, Frodsharm,
Chechie, WS 1AZ, LI
E-mak joh

socalled Global Harmonization System (GHS, 2007) under the asgis
of the United Nations. In tumn, the GHS has been adopted by the EU
into the new (LP Regulation introduced in 2008 EC, 2008,

Parke Dos Partnership LLP, Box 138, Frodsham, Cheshire, WAS 1AZ,
United King dom

This is an gpen access artide under the terms of the Creatie Commons
Arrsbution-NonCommerdal License, which permirs use, diswibution and
repraduction in any medium, provided the original work is properly ared
and is nat wsed for commenial porposes.
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ECETOC TF: Potency in Carcinogenicity and Reproductive Toxicity Classification

OBALRISK & REGULATION NEWS
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EU toxicology group pushes potency use in hazard classification

2 Sapimmbar 2013 | Curcps,Alck srzsatmest

Potemcy shauld bacams part af the BU classification process for carcinogeniclty and raproductiva taxichty,
acrording to 2 papsr published In the joumal Aeaguiarony Toxioology a0d Fharmaookagy and lInksd ta
by tha Euraopsan Centre for Eooton loology and Toxloology of Chamicals (Eoefoc).

The papar, which strassas that potency |15 the most Impartant Indicator of degres of hazard, says that
classificztion In tha EU “doas not discrminats scross tha wids rangs of potanclas seen isix ardars af

magriftuda) for carcinogenichy and for developmental toxkity and fartility. Thersfors potercy shauld bs I
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Work Method:

ECETOC TF: Human Health Exposure Data

(Internal dose, External dose, Aggregate/Multiple Exposures)

Develop a Best Practice framework on Human Exposure Data models (end 2014)

v' What types of Exposure Data are required for current and future RA?
Review current sources of Exposure Data

Identify how more efficient use of Exposure Data can be achieved

AN NN

Using a case-study approach, develop a framework of best practices on how
human Exposure Data might be reliably assessed (which exposure models
might best be applied, when and with what purpose in mind)

@rksho@h key stakeholders




ork Method:
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Description:
"Omics and Risk Assessment Science

25-26 February 2013, Malaga (Spain)

Background

Two previous ECETOC workshops on "The Application of “Omics Technol
Studies and Risk Assessment” took place in 2007 and 2010, the results being
19 re tively. The workshop's main dati Were:

1) to conduct studies in a more standardised form using reference che

2) to obtain a common and agreed definition of what constitutes a toy T —— - Search
3) to study the toxicity dose and time dependent transition on rg

through adaptive response, to adverse effect. panel to better understand endocrine disrupter low doses effects
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iption:

Environmental Sciences Manager {cms_selflink page="Environmental-Sciences-Manager” text="Malyka
Galay Burgos"}

Administrative Assistant {cms_selflink page="secretariat” text="Sonia Pulinckx"}
Repronuchive neaitn  Risk,

Inte, on azard snd precaufion
O';77 [ioha/
Che,n‘ Pro, ;
i, gra 22-23 Apnl 2013, Barcelona (Spain)
Al 55N,
afe,y e

Background
In the field of endocrine disruption, the so-called “low dose’ effects, non-monotonic dose responses (NMDRs), the existence
= - - or otherwise of toxic thresholds, mixture effects at low doses, and critical windows of exposure are challenging the current
WDI'HE-IIDD REDOI‘I‘S EIrE 5 IJI'HTHEI'IEE l]f th E‘ d |SCUSS|D”5 End i of i y and risk of chemicals. Although the EFSA Opinion on the Hazard Assessment of
- - N - Endocrine Active Substances (publ 20 March 2013), and the earlier (June 2012, Parma) EFSA Scientific Colloguium on Low
Al M ':0 rIEIl.IEIﬂI'IS dEIT'u"Ed fl'l]'m ECETDC 5 WDI'HSI'IDDE |.| n|| kE Dth Er Dose Response in Toxicology and Risk Assessment, both suggest that there is no reason why endocrine active substances
[y H S = (EASs) should not be subject to risk assessment, the issues listed above imply a possible need to make modifications either
e re ECETOC repﬂns. thE!" are not pEEf—fEWEWEd w the Scientific to the risk assessment paradigm or to current test methods, or both. Furthermore. neither the EFSA Colloquium nor the more
T COI‘I’II‘H“‘IE@. recent Workshop on Low Dose Effects and Mon-Monotonic Dose Responses for Endocrine Active Chemicals (Sept. 2012,

Berlin) were able to reach consensus about the importance, or even the existence, of these issues. This lack of consensus is
partly due to uncertainty about the quality of data used to support these concepts, and partly due to a lack of understanding
about putative underlying mechanisms of toxicity.




Work Method:

e.g TRA

Targeted Risk
Assessment

Targeted Risk Assessment Tool: TRA (Targeted Risk Assessment)

ECETOC Approach to Targeted RA (v1)

The TRA (v3.1) Sept 2014

Assessment ool

TRA3 .4

7

The TRA (v3)

Figure 3; New elements of TRAv3 worker dermal exposure prediction
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Work Method:

CEFIC LRI Applied Science

LRI Exposure Projects:

1. Predicting indoor air exposure to chemicals/non-chemicals

2. Computation of tiered aggregate exposure

3. Consumer exposure to chemicals from multiple sources

4. Dermal Exposure Assessment

5. Integrated Assessment Tool (INTEGRA)

6. Exposure via Dust

Human Health

7. In vitro metabolism & mechanisms of action + PBPK modeling
8. Study of co-exposure (mixtures) to endocrine disruptors at high and low doses

9. Variability in HBM spot samples — address casual interpretation that one biomonitoring result might result in “B”
categorisation

1. Environmental relevance of biodegradation
2. Fish bioaccumulation assessment
3. Tiered approach to assessing trophic magnification factors

4. Improving OECD 308 tests

Environment

5. Passive sampling & toxicity profiling in surface waters
6. Bioavailability of non-extractable residues in soil

7. Prediction of NERs from chemical structures



Work Method:

Applied
Science

e.g Aggregate
Expousure
Models

Tiered approach to Aggregate Exposure Modelling for Consumer Products:
Guidance for Exposure Modelling using Case Studies

2 of 11

Tiered approach

Develop Evaluate Validate Aims
Data quality and model complexity
Tier 0 Lower Tier - » Higher Tier
Is aggregation Sum up worst cases Probabilistic approach
necessary? -
- OQutput uncertainty New
Probabilistic
Properties HiC, 0. CHs Aggregate
Maolar mass [g/mol] i Hal'.:“'S: §i--c|.|3 Consumer
Vapor pressure at 25°C [Pa] 332 H3C\$.P D\SI,CH;; Exposure Model
100K v, g0 MCTL  ITCHs (PACEM)
Effect on the environment vPvB "}Sn}:
LOAEL [ma/kg_bwiday] - HaC CHa How conservative is it?
NOAEL [ppm] 150 DS

Is aggregate exposure to
consumers really
necessary?

If yes, to which extent
should it be aggregated?

High Tier tools are either
not well developed or
not publically available

Develop new tool:
publicly available,
maintained



Work Method:

: e.g AOP for
Applled Reproductive
Science -

Toxicity

LRI Project (Scoping): Qualitative AOP for Reproductive Toxicity

Objective: Use the AOP/MoA Framework as a predictive tool
to support read across of reproductive toxicants

Industry &

Regulatory Value:

<

Assay 1 Assay 2
fad . .
Animal use: Fulfil commitment to reduce Data: Reduce concerns about incomplete
animal testing v data sets
. ¥ -
Time: Weeks rather than years rﬁ Efficiency: Robust Read Across for

reproductive toxicants

Financial: 10 of thousands versus 100 of
thousands



Collaboration — Who We Work With

33 full member companies, 7 associate member companies
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Thank you

Madeleine.Laffont@ecetoc.org
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