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Protecting People

.. and ensuring everyone has trust in the safety decisions



Protecting People

Inter-species difference

Intra-species difference

w—— § oMb

Jo &

Schroeder et al (2011) Toxicol in Vitro, 25, 589-604

o~

POD i
(MCF-7, HepG2, HepaRG)

SP (HepG2)
=

Response

8 data
P
(]
K ta

Biomarker response

Concentration [1M]

[ —
departure

| ===
Concentration [uM]

/mew

HTTY platiorm
POD (Giobal
POD method or
lowest pathway
mean BMCL)

Cell stress
platform POD
(HepG2)

1PP platiorm
POD

Usl—sunaﬂn

PBK model —

Cypay ErrOr
Distribution
model (CMED)

Estimate Bicactivity Exposure
Rato ana Decision model

Minimum
platform POD

/

L -
Concantration [uM] (fog 10)

Bioactivity Exposule Ratie Distribution
BER=1

| mo—
\ Bioactivity Exposure Ratio (log10) J

Middleton et al (2022) Toxicol Sciences, 189, 124-147




Protecting People

NATIONAL s o
ACADE M 1ES medicine About Us Events Our Work Publications Topics Engagement Opportunities
%@ Inter-species difference Intra-species difference Variability and Relevance of Current Laboratory Mammalian sHARE f ¥ in =

Toxicity Tests and Expectations for New Approach Methods

re— o N — (NAMs) for use in Human Health Risk Assessment
-, Af i

@ @ ® National Academies of Sciences, Engineering and Medicine (2022)
i doi.org/10.17226/26496

SEPA Grappling With the Issue of Protection vs
Schroeder et al (2011) Toxicol in Vitro, 25, 589-604 i poecon p_p . 9
Prediction
Limited Qualitative Concordance of Current Risk Assessment Practices Case Studies Demonstrating Application
Rodent and Human Toxicological Geared Toward§ I?rotection of Bioactivity as a Protective POD
Tests at high doses in rodents __ Responses Not Prciction

=— 3

AREVIEW OF THE REFERENCE DOSE AND
REFERENCE CONCENTRATION PROCESSES

The gold standard for protecting people?

Paul-Friedman et al., 2020

Do rodents predict what might happen in people? Ao b sty v

with 221 human toxicity events
reported. The results showed the true
positive human toxicity concordance
rate of 71% for rodent and non-rodent
species, with non-rodents alone being
predictive for 63% of human toxicity
and rodents alone for 43%.
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Margins of Safety (MoS) can allow us to protect people
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Protecting People without Animal Testing

The toolbox of NAMs will keep evolving

Ensuring we continue to use the best new science for protecting people as it emerges

Cosmetics

We will keep learning together —— e
Building experience, gaining confidence

Building capability and capacity

Continue sharing and publishing

NAMs in regulations
Guidance on NAMs vs. specific lists of tests

International Cooperation on

Teness  Cosmetics Regulation (2018) OECD (2021)

European Commission: Scientific
Committee on Consumer Safety (2021)
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Protecting People without Animal Testing

JRC TECHNICAL REPORT

Safe and Sustainable by Design
chemicals and materials

Framework for the definition of
criteria and evaluation
procedure for chemicals and
materials

Caldeira, C Farcal, R, Ganmendia Aguirre, |,
Mancini, L, Tosches, D, Amelio, A, Rasmussen, K,
Rauscher, H, Riego Sintes, J., Sala, 5.

2022

Figure 24. Tiered approach regarding the information requirements and use of NAMs data for new or existing chemicals

New
chemical

1 3
Use only NAMs information (including from non-

standardised tests)
2 Use of available information, including from 2
NAMs, in a WoE approach to evaluate and justify
whether a CLP endpoint is fulfilled or not

Use of classification data according to CLP, if
available

Existing
chemical

In general, NAMs provide an opportunity for rapid and reliable toxicological profiling of chemicals and materials,
including in the design phase. Further consideration should be given to the use of NAM-derived data within the
SSbD framewark, including the many cases where NAMs provide mechanistic information which is not directly
comparable to endpoints from traditional in vivo studies.




