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RESOURCES.

Staged assessmen t task force

Smart Studies task force

Best practices in Quantitative AOP

development — workshop report 38

Numerous Omics reports and task forces

including those for

 Applying omics in requlatory toxicology

« Omics data reporting

« Omics data interpretation framework for
regulatory applications task force



https://www.ecetoc.org/task-force/hh-tp-staged-assessment-exemplify-the-staged-assessment-process-by-using-it-to-provide-more-information-in-low-tonnage-bands/
https://www.ecetoc.org/task-force/hh-tp-smart-studies-tf-examine-how-in-vivo-studies-could-provide-more-information-encompassing-novel-studies-and-endpoints/
https://www.ecetoc.org/publication/worskhop-report-38-exploring-best-practices-in-quantitative-aops-qaops/
https://www.ecetoc.org/publication/worskhop-report-38-exploring-best-practices-in-quantitative-aops-qaops/
https://www.ecetoc.org/?s=Omics+data+interpretation
https://link.springer.com/article/10.1007/s00204-023-03522-3

We

Modern Science has provided many potentially useful
tools and existing data that are not used or reused,

respectively.
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Animal methods

Non-Animal methods
(NAMs)

New approach
methods

(NAMs)

Modern scientific
measurements made onin

vitro assays, even more
computational toxicology

than in the OAMs,

integrated via NGRAs,

quantitative systems/AOP
models of adverse effects

Old approach
methods

(OAMs)

Histopathology, behavioural,
etc changes observed in
Rodent, Dog, Rabbit, Pig,

Fish, Bird and Primate
models since the 1940s.
MOA studies.

Historic Read across, in vitro
tests and SAR/QSAR.
MOA studies.

Traditional conceptual
framework




Modern Science could be applied in different

A

ways.
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A

New approach method

Supplement

Add NAMs to provide
additional information
to a current study to fill
data gaps within the
current regulatory

Non animal method
New approach method

Substitute

Use a NAMs as a
standalone method to
replace or as a
component of a testing
strategy within the
current regulatory

framework

framework

New approachmethod

Non animal method

Supersede

Co-evolution of NAMs
and new criteria to create
a new regulatory

framework T‘
B
Existing
Mindset Mindset.j,

New Technical Transformative
Technology Innovation innovation
Existing Conceptual
Technology innovation




Development of an Integrated
Approach for Chemicals Assessment
(Transformational Programme 2)

Why
* Much of the technology for new approach methodologies (NAMS)

exists, but standardized agreed implementation frameworks required

Objectives

* |dentify opportunities for application of NAMSs In next
generation risk assessment (NGRA)

Deliverables
* Two peer-reviewed manuscripts: Ball et al. 2022

(framework for incorporating NAMs in REACH);
Botham et al., 2023 (use of NAMS for low tonnage
chemicals in REACH)

* Two Task Forces initiated 2023: Staged assessment
. __for low tonnage chemicals TF; Smart in vivo studies TF

Timeline

NT


https://link.springer.com/article/10.1007/s00204-021-03215-9
https://link.springer.com/article/10.1007/s00204-023-03601-5

ECETOC Human Health Staged Evaluation aims to use modern
science and tiered testing to reduce uncertainty to enable a decision

-

>

Uncertain

Uncertain Category 2

Category 2

U /

1

SMART studies using additional endpoints including omics data, interpreted for regulation
(collaboration with others e.g. HESI eSTAR committee)

cceloo Quantitative AOPs using mathematical modelling 5



How might a modernised approach be built?

Effects - Discovery

gSAR, Reactivity,

Physical chemistry,
Historic current approach il R s
Quanttative AOF & PBK
Focused Tiered testing
Weight of evidence, RISK21
estimate PoDs & hazard

Risk

assessment

Chemistry Biology

Design, Efficacy GAP Crop residues
Synthesize test Scenanos test Environmental Fate

Metabolism

Modern approach

qSAR, Reactivity,
Physical chemistry,
Grouping Read across
Quantitative AOP, IATAs

Internal dose Focused Tiered testing

Design, Efficacy Crop residues PBK/IVIVE Weight of evidence,
Synthesize test s Environmental Fate

Metabolism Environmental dose Derive PoDs

Risk

assessment

Chemistry Biology

@C@TOC See also the HESI TEA project exploring what is possible now.
WE ARE THE CENTRE FOR CHEMICAL SAFETY ASSESSMENT httpS://heSIQIObal-Orq/tranSfOrm|nq-the-evaluatlon-of-aqrochem|ca|s_tea/



https://hesiglobal.org/transforming-the-evaluation-of-agrochemicals-tea/

Industry case study —
suggesting adaptations needed
to build a trusted change by
iterative exploration & learning

Established exposure assessment approaches

Exposure assessment based on proposed uses

Traditional data package utilizing vertebrate studies

Gvd\ﬂ“ilﬁw

R&D portfolio
Registration
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Parallel alternative data package with no vertebrate studies

Read-across OMICS NAMs Risk21 Modeling

lterate
Identify & fill gaps 4
Broad

stakeholder
engagement

Increased confidence in new approach

to agrochemical safety assessment

https.//www.altex.org/index.php/altex/article/view/2671
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https://www.altex.org/index.php/altex/article/view/2671

Thank you.

eceloc
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