Safety, Environmental & Regulatory Science (SERS) | Unilever

Closing the gap between
advanced safety science and

regulatory requirements

Dr Gavin Maxwell & Dr Julia Fentem MBE

CERJ Networking Day - 215t June 2024

Acknowledgement: >80 eco/toxicologists, biologists, chemists,
computational modellers, data scientists & exposure / risk

assessors in Unilever's Safety & Environmental Assurance Centre
(SEAC - seac.unilever.com)




Safety, Environmental & Regulatory Science (SERS) | Unilever

A good track record of collaboration over many years

UNIVERSITYOF
BIRMINGHAM

Dy

Unillever

website link: Safety & Environmental Sciences | Unilever

Our Science

Safety &
Environmental
Science

Unilever

technology mean that we
can generate much more
relevant safety data to
protect people and the
environment using modern
non-animal approaches.

»»

Partnerships & Collaborations




Safety, Environmental & Regulatory Science (SERS) | Unilever e

1. Unilever Policy and Approach
2. Next Generation Risk Assessment (NGRA)

3. Applying NGRA to Cosmetic Safety Assessment
4. Accelerating the Transition

‘mind the gap’ between

early adoption & regulatory use 100

DIFFUSION
R INNOVATIONS

4Rl

|
:
| ‘ EVERETT M.ROGERS

Innovators  Early Early Late Laggards
< 25% Adopters Majority Majority 16 %
Undlover 13.5% 34 % 34 %

o, aieys 1oyIe\

R
e



Safety, Environmental & Regulatory Science (SERS) | Unilever °

Unilever Policy & Approach
Safe & Sustainable Products without Animal Testing SRS

L

« Every Unilever product must be safe
for people and our environment

« Animaltestingis not neededto
assess ingredient & product safety
-wide range of non-animal
alternatives available

- We workto accelerate the global
adoption of animal-free cosmetic
safety assessment approaches

40+ years of developing
non-animal safety
science

70+ collaborations

600+ publications




Safety, Environmental & Regulatory Science (SERS) | Unilever

20 years of “Assuring Safety without Animal Testing” research & advocacy
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My background:

NGRA for Skin Sensitisation

J) ENTELOS

SARA TKTD qAOP model

Mackay et al. 2013

Entelos model

Maxwell G. & MacKay €. 2008.

T cellForum
Kimber etal 2012

Unilever
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Skin Allergy AOP and SARA inputs
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SARA Bayesian

Reynolds etal 2019

[ o chemicarivere nam - [7]

SARA Model Structure

SARA Consumer Risk

SARA ety xprsae s Tow -

My current roles:
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Regulatory Science Strategy
& Advocacy Lead, SEAC

The European Partnership

for Alternative Approaches to Animal Testing

Industry co-chair, EPAA

ICCS

INTERNATIONAL
COLLABORATION ON
COSMETICS SAFETY

Core Acceptance Team
vice chair, ICCS
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A global transition is underway as use of non-animal safety science increases
& regulatory safety frameworks start to embed NAMs & NGRA approaches

‘Traditional’ Risk Assessment

‘Next Generation’ Risk Assessment (NGRA)

gTJ Hazard
identification and
characterisation

of ing redients Point of departure
derived from  Cellular stress Receptor =
] Safe D concentration- assays Transcriptomics binding ki R|Sk Assessment
. ate Jose response data \ §

Calculation of Bioactivity
Exposure Ratio (BER)

> A

The BER/MOoE is defined as
the ratio of the PoD and the
relevant exposure estimate

in Humans
NOAEL +
10- 1000

Consumer Exposure models Exposure estimation:
(PBK, free/total Plasma C,,.,

EXPOSU re concentration)
characterisation\/', |

Unilever
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US EPA Next Generation Blueprint Tiered Testing Framework
[ Tier 1 \

Chemical Structure Broad Coverage, Multiple cell types
and Properties High Content Assay(s) +/- metabolic competence
No Defined Biological Defined Biological Target
Target or Pathwa ! or Pathwa J H
: e - : l @ 1 United States
(\ | < \v’ Environmental Protection
| Tier 2 Agency
Select In Vitro Orthogonal confirmation
Assays TOXICOLOGICAL SCIENCES, 169(2), 2019, 317-332
\ l J i:i;s;u&(;fﬁgﬁn Date: March 5, 2019
Forum
f 1 1 Tier 3 \
Existing AOP No AOP
v A - o’
1 l The Next Generation Blueprint of Computational
In Vitro Organotypic Assays and Identify Likely Tissue, Toxicology at the U.S. Environmental Protection Agency
K logical i
a:;S;yYsstg:" : :2:; elfrstg Mlcrosmvs:l:‘:m o a:;gsa«.?s’czr;t)iﬁ:?’l::ulsaf:ie:r:s Russell S. Thomas,** Tina Bahadori, Timothy J. Buckley,* John Cowden,*
A > Chad Deisenroth,* Kathie L. Dionisio,* Jeffrey B. Frithsen,§ Christopher M.
\ J Grulke,* Maureen R. Gwinn,* Joshua A. Harrill,* Mark Higuchi," Keith A.
Houck,* Michael F. Hughes, E. Sidney Hunter, III,1 Kristin K. Isaacs,* Richard
v L + S.Judson,* Thomas B. Knudsen,* Jason C. Lambert,| Monica Linnenbrink,*
Estimate Point-of-Departure Estimate Point-of-Departure Estimate Point-of-Departure Todd M. Martin,! Seth R. Newton,* Stephanie Padilla,’ Grace Patlewicz,*
Based on Biological Pathway or Based on AOP Based on Likely Tissue- or Katie Paul-Friedman,* Katherine A. Phillips,* Ann M. Richard,” Reeder Sams,*
Cellular Phenotype Perturbation Organ-level Effect without AOP Timothy J. Shafer,’ R. Woodrow Setzer,* Imran Shah,* Jane E. Simmons,1

Steven O. Simmons,* Amar Singh,* Jon R. Sobus,* Mark Strynar,* Adam

Figure 2. Tiered testing framework for hazard characterization. Tier 1 uses both chemical structure and broad coverage, high content assays across multiple cell types . - . . .
&7 8 8= 18 y P P Swank,* Rogelio Tornero-Valez,* Elin M. Ulrich,* Daniel L. Villeneuve,! John

for comprehensively evaluating the potential effects of chemicals and grouping them based on similarity in potential hazards. For chemicals from Tier 1 without a de-

. RE 2 . 2 . N * 4 S *
fined biological target / pathway, a quantitative point-of-departure for hazard is estimated based on the absence of biological pathway or cellular phenotype perturba- F. Wambaugh,” Barbara A. Wetmore," and Antony J. Williams
% 3" tion. Chemicals from Tier 1 with a predicted biological target or pathway are evaluated Tier 2 using targeted follow-up assays. In Tier 3, the likely tissue, organ, or ‘National Center for Computational Toxicology, U.S. Environmental Protection Agency, Research Triangle
[’ 3 i@ organism-level effects are considered based on either existing adverse outcome pathways (AOP) or more complex culture systems. Quantitative points-of-departure Park, NC 27711, 'National Center for Environmental Assessment, U.S. Environmental Protection Agnecy,
%@ ) for hazard are estimated based on the AOP or responses in the complex culture system. Washington, D.C. 20004, ‘National Exposure Research Laboratory, U.S. Environmental Protection Agency,

. Research Triangle Park, NC 27711, SChemical Safety for Sustainability National Research Program, U.S.
UA&WW Environmental Protection Agency, Washington, D.C. 20004, "National Health and Environmental Effects
Research Laboratory, U.S. Environmental Protection Agency, Research Triangle Park, NC 27711, |National
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Use of NAMs/NGRA for Chemical Screening & Safety Assessment:
Current status of regulatory acceptance

Science Approach Document

APCRA

ACCELERATING THE PACE OF
CHEMICAL RISK ASSESSMENT

Bioactivity Exposure Ratio:
Application in Priority Setting and Risk Assessment

Health Canada

Compound

ASTAR HIPPTox ToxCast AC50

EC10 (uM) (1»M) EPA 600/X-21/200""Deccmber 2021 | www.epa.goviresearch
: log10 mg/kg-bwiday
Apply high- POD_Traditional * POD_Bioactmity * Max_Exposure
throughput
toxicokinetics
(httk) to get

New Approach T - S —

Erancais

M et h o ds Wo rk PI a n I * Government ~ Gouvernement = s n

of Canada du Canada rch Canada

LS. Environmental Prot€étion Agency MENU v

Office of Research and Dévelopment
Office of Chemical Safety@nd Pollution Prevention Canada.ca > Health > Product safety > Chemical safety > Chemical substances > Chemical substances fact sheets and frequently asked questions

mg/kg-bw/day

S/ g \

December 2021

Use of new approach methods (NAMs) in risk assessment
Fact sheet series: Topics in risk assessment of substances under the Canadian Environmental Protection Act, 1999 (CEPA

1999)

Paul Friedman et al. 2020

APCRA ‘proof-of-concept’ case study demonstrated
the feasibility of applying a high throughput NAM-based
approach for screening-level assessments - PODyap 95
value less than or equal to the POD  gitional Value for
89% chemicals. Bioactivity-exposure ratio useful
metric for chemical prioritization

(PDF Version - 283 Kb)

On this page

¢ New approach methods (NAMs)

¢ Importance of NAMs
* How Canada is using NAMs under CEPA 1999
¢ International activities to advance NAMs

New approach methods (NAMs)

New Approach Methods Work Plan (epa.gov)
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SEURAT-1 NGRA framework: tiered testing to support
human health safety assessment

TIER O: i1penTiry
USE SCENARIO,
CHEMICAL OF CONCERN
AND COLLECT EXISTING
INFORMATION

1. IDENTIFY USE SCENARIO

2

2. IDENTIFY MOLECULAR STRUCTURE

o

‘, EXIT TTC

3. COLLECT EXISTING DATA |

L4
~

4. IDENTIFY ANALOGUES, SUITABILITY ASSESSMENT AND EXITING DATA J
A
i

-

-—> EXIT READ-ACROSS

> 4

TIER 1: HyporHesis

FORMULATION FOR AB
INITIO APPROACH

TIER 2:

APPLICATION OF AB
INITIO APPROACH

5. SYSTEMIC BIOAVAILABILITY (PARENT VS. METABOLITE(S), TARGET
ORGANS, INTERNAL CONCENTRATION)
Ly >
6. MOA HYPOTHESIS GENERATION
(WEIGHT OF EVIDENCE BASED ON AVAILABLE TOOLS)
— \/
A. TARGETED
TESTING < ll f

78. BIOKINETIC REFINEMENT
(IN VIVO CLEARANCE, POPULATION,
IN VITRO STABILITY, PARTITION)

8. POINTS OF DEPARTURE, IN VITRO IN VIVO EXTRAPOLATION,
UNCERTAINTY ESTIMATION, MARGIN OF SAFETY

i ‘
9. FINAL RISK ASSESSMENT OR SUMMARY ON INSUFFICIENT
INFORMATION APPROACH

) )

EXIT
INTERNAL TTC

=)

i

1 \7

ExiT

ABINTIO

DY

Unillever

Berggren et al (2017) Computational Toxicology 4, 31-44

—

—

SEURATA
Read across
Exposure-based waiving

In silico tools

Metabolism and metabolite identificatiol
Physiologically-based kinetic modelling
In chemico assays

‘Omics

Reporter gene assays

In vitro pharmacological profiling

3D culture systems

Organ-on-chip
Pathways modelling
Human studies

©
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Unilever NGRA frameworks for Consumer Safety ongoing Evaluations

I Protoction

Systemic Developmental & Reproductive e

News Releases: Meadquarters Research and Development (ORD)
E—ry [ 2 s
pommmmtae e EPA and Unilever Announce Major Research
P i =~ S PoD, . ’ Exposurs Estimates vitro Sufficient I o o
/ Local ana systemic  \ e by | == s . E Collaboration to Advance Non-animal
1 exposure estimates  \ In Vitro vy isk : ll Cmmem‘iﬂ e exposure ratio cr:ﬂw Y e
' RN S miclogicel arginof Assessinent i o N e Approaches for Chemical Risk Assessment
! ! AL Exposure Conciimicn H o il oD (" Townsk )
I 1 Appiid Dose 1 Identification ] | conclusion
1 1 1 1 based on August
! ! | AME Paramstors ' NO 1 bioactivity- |
I ! I ! ' ! Refinement | exposureratio | ontact Information
| ! e i oy | | ot
| 1 PRk v H Exposurs ————- APr L
! safoty 1 Probiom ] H " & :
! ! calculations. I Formulation L (T : WASHINGTON - Today, the U.S. Enviconmental Protection Agency (EPA) and Unilever announced a collab
1 FProbIIe:‘n 1 —-———— | Mok s | b g - ' bet y5 10 asse sted with consumer products. This agreement builds on prior
! o ormulation : | — : | egarding New which are a promising alterative 1o conventional tosk
v I ' ; o R | ance o theuse of s
Nl Information ' 1 e ot |
\\ 1 Exposse retremont 1 Methods Work Plan and is the foundation for new efforts to demonstrate that these novel approaches can help decision maker

protect consumers, workers and the environment

EPAis & pioneer in developing and applying NAMs to identify and quantify risks to human health, while reducing the use of animals in

hemical toxicity testing.” said . Christopher Frey, Deputy Assistant Administrator for Science Policy in EPA's Office of
and Development. “We are excited to continue the collaboration with Unilever, which enhances the robustness of our mutual rese

to demonstrate the use of NAM

Baltazar et al (2020) Toxicol Sci, 176, 236-252

laborative effort aims to establish a framework for the Next f Risk Assessments based on NAMs. Such

Rajagopal et al (2022) Frontiers in Toxicology,
doi: 10.3389/ftox.2022.838466

d 1o quantify health risks to humans with sufi

tific rigor to replace conventional animal-based

mission to protect human health and the environment

Skin Sensitisation Inhalation

\ \ % i 5 | \
Collate Existing Data L Determine Point of \F ' " . 1
Local z Risk g Information/ 1! Determine Point |} " -
Information/ Generation LR departure and Margin of LEN] ! \ ! Risk 1 In this Newsletter:
EE:‘?;::::‘ Problem (if existing info is 'y exposure/ Acceptable J ésses'smve"‘ ! ormulation Bzt : I of Dﬁpar!urefand 1 } Assessment [
Formulation notsutncien) K exposure level L Conceen B L argin of B conclusion NICEATM to Collaborate with Unilever on Development of Predictive Model for Skin
i} : : i Acute and Chronic L Exposure /BER I : ! Sensitization
| 1
: J 3 : e , : Exposure based : ! !
5 : 1 - L e mmw 1 i = H U Riskdecision | NICEATM to C with on of Predictive Model for Skin
1l ] inflamenatian) I = ] 1 Sensitization
! | | Risk decision based | L I based upon
1 DNEL derivation I Weight of 1
| | upon Weight of | ALI Lawer Airway ! 1 " . . "
‘ ‘ Evidence taking into | {Lung Fibrasis, infammation) I 1 I Evidence 1 NICEATM has entered into an agreement with consumer products company Unilever to
N | %) considerationrisk | V(R | 1 collaboratively test and further develop their Skin Allergy Risk Assessment (SARA} predictive model.
3 1 assessment | Lower Alrway ! | 9 | I 1 SARA is a computational model that uses a variety of input data to estimate a probability that a
I3 g, g SWeomescel | T : 1 [ e comerwmion. | 1 ' 1 chemical will cause an allergic skin reaction in humans. NICEATM will test the SARA model using 2
'y LI information 1 ol response modediing 1 ! I variety of chemical data sets, including chemicals of interest to U.S. and international regulatory
'y R ! Microphysilogical Systems P 7 '\ " agencies. NICEATM and Unilever will also work together to expand the SARA model to include data
'y | ! N S 4 —_————— - generated by NICEATM. The intent is to make the SARA model openly available for public use along
8 g N ! N - with other NICEATM predictive models. Availability of the SARA model will help further reduce animal
: 1 L : __________ use for the endpoint of skin sensitization, and will improve upon existing efforts by providing points
o ! : : ' of departure for itative human risk it
14 1 1
LA VA | / Information about other NICEATM projects to evaluate alternatives to animal use for skin
"""" Semmemee———’ Seccmana? sensitization is available at https://ntp.niehs.nih.gov/go/ACDtest.
Reference: Ids et al. Probabilistic prediction of human skin sensitizer potency for use in next
ion risk assessment. Comput Toxiel 9:36-49. hitps://doi.org/10.1016/j.comtox.2018.10.004

- Reynolds et al (2021) Reg. Toxicol
i‘% Pharmacol 127, 105075

R
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NGRA for Systemic Exposure & Effects: 0.1% coumarin in face cream

LPlasma Cinax
AT TTTEEEEEEEET = ~ POD;n vitro
,, Local and systemic > :,nstumc;em 32:“?:3 t
. ata an H a
| exposure estimates \‘ In Vitro high Determine high Risk
: (" Use scenario ) | Biological ka4 Metabolism Bioactivity LN . . ccment
I Exposure (B Conawticr Dabis ] I Activity refinement Exposure Conclusion
| Estimation | and Practices I Characterization Ratio (BER) ——
: [r App“ed Dose ] l l, Initial PoD N I/ Increased \I , Low risk l
: ADME ] | : identification ! | certainty in PoD : I conclusion I
I > paramelets | I [ ToxTracker® ] : I and IVIVE I . b?:':g ?nn:,? ¢ |
I g@lgtlerrenaﬂ"BKl l : I ( DPRA, hCLAT, h I | | : sa?ety I
I | I | KeratinoSens™, | 1 \Cidentiication’ ) | I\ calculations. )
I Problem : I U-Sens™ I || 3DModels |1 -
I Formulation : I | N e e e e o /
I Collate [ Molecular ] I I [ SafetyScreen44® ] :
| Existing Structure : ' . ) 1
: In sili ioMa
\ Information [ p,gd?éﬁ,s ] ! I | Diversity 8 Panel | !
N ( Literature ) / > | Assumed that:
S L s i I
" e s e e e e e am o e e ee - : Cell Stress Panel . .
——— — - Coumarin was 100% pure
i HTTr — TempO i
\ . . .
- No in vivo data was available such as
AN animal data, history of safe use (HoSU)
or clinical data or use of animal data in
T read across
B B
%@ﬁ O 0
Unilever- Baltazar et al., (2020) Tox Sci Volume 176, Issue 1, 236-252




TIER O:
IDENTIFY
USE SCENARIO,
CHEMICAL OF
CONCERN
AND
COLLECT
EXISTING

INFORMATION

TIER 1:
HYPOTHESIS
FORMULATION
FOR AB INITIO
APPROACH

TIER 2:
APPLICATION
OF AB INITIO

APPROACH

1. IDENTIFY LSE
SCEMARID

[ I

Wi |
2. IDENTIFY MOLECULAR
STRUCTURE

Il

| 3. COLLECT EXISTING DATA

1]

4, IDENTIFY AWALOHGLIES, SUITABILITY

ASSESSMENT AND ENISTING DATA
N

L4
5. SVSTEMIC BIOAVAILABILITY
[TARGET GRGANS, INTERNAL
| CONCENTRATION)

-,

6. MOA HYPOTHESIS
GENERATION |WEIGHT OF
EVIDEMCE BASED ON

AVAILABLE TOOLS)

7. 7B, BIOKINETIC
TARGETED REFINEMIENT
{iv vivo
CLEARANCE,
POPLILATION,
IN WITRE
STARILITY,
PARTITION)

4

B. PoanTs OF DEPARTURE,
N WITRO N WD
EXTRAPCLATION,

UNCERTAINTY ESTIMATION,

MARGIN OF SAFETY

L

9. FINAL SAFETY ASSESSMENT
OR SUMBAARY ON
INSUFRCIENT INFORMATION

Exit TTC

Exit
|WTERMAL

SCCS Notes of Guidance 904 pereentile exposure to body lotion,
ingredient present at 1%

Existing data harvested from PubChem and ToxCast, no animal data
considered m the evaluation

TTC or read across was not a focus for this case study

PBK model developed using literature inputs: no i vitre data were
generated in Tier 1.

Possible metabolic products predicted in silico using Meteor

In silico tools used to supplement existing in vifro data to try to
identify any modes of sction of concern: OECD QSAR Toolbox,
Derek Mexus, COSMOS nuclear Receptors Binding profilers, MIE
Atlas, CERAPP and CoMPARA. See text for full names and
URL/reference.

Targeted testing: High throughput transcriptomics m HepG2, HepaRG
and MCF-7 cells; cell stress panel in HepG2 cells; in vitro
pharmacological profiling.

Biokinetic refinement including population modelling, confirmatory in
vitre clearance data, confirmatory in vifre metabolite charactenization
in primary hepatocytes and in cells used in targeted testing.

Margins of internal exposure based on C__, and AUC,, of both
phenoxyethanol and the stable acid metabolite phenoxyacetic acid

Safety, Environmental & Regulatory Science (SERS) | Unilever

Case Study on use of an IATA for
Systemic Toxicity of Phenoxyethanol
whenincluded at 1% in a body lotion
Testing and Assessment Series, # 349

@))OECD

Ongmissnson for Ecemomic Co-ope

ENVICBC/MONO{Z021)35

Unclussified English - Or. English
77 October 2021

ENVIRONMENT DIRECTORATE
CHEMICALS AND BIOTECHNOLOGY COMMITTEE

Case Study on use of an Integrated Approach for Testing and Assessment
{IATA) for Systemic Toxicity of Phenoxyethanol when included at 1% in a body
lation

Series on Testing and Assessment,
No. 349

JTA34E3903

_— e Cosmetics Furope

the personal care association
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Making Safety Decisions for a Sunscreen Active Ingredient Using NGRA:
Benzophenone-4 Case Study

Gathering Identified use Identified molecular Collected  |{ Route of exposure, habits & practises

1
I
. . scenario structure existing data J! Literature, databases, In silico QSARs !
information £ e e e ————— J

Estimate systemic exposure concentration (SEC) (plasma C_,)

¥

Hypothesis Generation

Generic Core tools?! l l

Broad suite of assays and
analysis used as part of the
systemic toolbox (Cell stress

panel, pharmacological
profiling, transcriptomics)

Module 2 -
Bioactivity
characterisatio

Tools to address specific risk
assessment questions

Module 3- Risk Calculation of Bioactivity-Exposure ratio (BER). Assessment = Risk evaluation and risk
characterisation based on lowest of POD,,,, together with weight of evidence assessment documentation
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Use of NAMs/NGRA for Cosmetic Safety Assessment:
Current status of regulatory acceptance
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1. Unilever Policy and Approach
2. Next Generation Risk Assessment (NGRA)

3. Applying NGRA to Cosmetic Safety Assessment
4. Accelerating the Transition

‘mind the gap’ between

early adoption & regulatory use 100

DIFFUSION
R INNOVATIONS

4Rl

|
ﬂ
| 0 EVERETT M.ROGERS

Innovators  Early Early Late Laggards
< 25% Adopters Majority Majority 16 %
Undlover 13.5% 34 % 34 %

o, aieys 1oyIe\

R
e




Safety, Environmental & Regulatory Science (SERS) | Unilever @

}} Why accelerate the transition to Animal-Free Safety Assessment?

1. Consumer concerns about 2. Move to moresustainable 3. Regulatory AnimalTesting

the potentialimpacts of sources of chemicals (e.g. of Chemicals is increasingly

chemicals on their health bio-based) is transforming seen as unjustifiable /

& environment are high chemicalinnovation & use unethical by the majority of
society

/ 85% / 90% EU citizens are \ =

worried about the impact of o
chemicals present in everyday
products on their health / the LT

environment

Special
Eurobarometer 501 ;::
\ OF
v Let's use Animal-free v Let's use Animal-free v Let's use Animal-free Safety
Safety Science to rebuild Safety Science to ensure Science to fully replace the
consumer trustin cosmetic new chemicals are Safe & need for regulatory animal
. safety Sustainable testing
'
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1. Build confidence in NGRA frameworks by validating 44
whether or not they are ‘fit for regulatory use’

Which regulatory ) (" How will the NAM
statutes are data from L be used?
e mtepded © \_ As a stand-alone assay
- . comply with? y
Fitness for Purpose Independent Review As part of a defined
p
U.S. TSCA y a
) L pproach
EUREACH Fitness .
for As part of an integrated
Human Other J Purpose approach to testing and
a g = assessment or weight of
Biological Framework for Establishing _ evidence assessment
Relevance Scientific Confidence in NAMs
Is the information provided b ( What is the context in
sufficient to address which the NAM is
the regulatory endpoints | intended to be used?
of interest? .
. : J Preregulatory screening
Technical Data Integrity Describe the relationship L and prioritization
17t and Transbarenc between the information Chenmical -
Characterization p y measured by the NAM and L emlc'a grf)uplr\g
the regulatory endpoints | Hazard identification
being addressed. ) | Quantitative risk assessment
s the technical performance,
including the level of
A framework for establishing scientific confidence in new approach methodologies uncertainty, acceptable?

'
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2. Co-create NGRA best practice through open industry: 44
regulator scientific dialogue using NGRA case studies

EUROPEAN
CHEMICALS
£ N AGENCY

EURL 2o
Union Ref

P n e y
for Alternatives to Animal Testing

Scientific Committees m A

The European Partnership
for Alternative Approaches to Animal Testing

International Cooperation
on Cosmetics Regulation

C

BP4 NGRA dossier P -
presented to SCCS V : S The European Partnership
— Feb 2023 for Alternative Approaches to Animal Testing
CTPA training ASCCT DGK/IKW EPAA NAM
% é?‘% workshop - workshop - seminar — User Forum -
%é,@gs‘ June 2023 Oct 2023 Nov 2023 Dec 2023
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3. Update toxicological training to include NGRA concepts
and approaches

Risk Assessment Process

YAFSA ESTLV  APCCT

% COLLABORATION O Collate Existing . Exposure ‘ Biological activity ’ Exposure Eeliid fefal

O Information Estimation characterisation Refinement

I m S Physicians PETA SCIENCE CONSORTIUM ( 0: Master Class and Risk Assessment Overview \
INTERNATIONAL Committee lNTERNATlONAL e.V. 1. Problem Formulation 3. Predictive Chemistry

COLLABORATION ON Advancing 21st Century Toxicology

COSMETICS SAFETY for Responsible Medicine 4a. Exposure Based 4b. Safety of Botanicals 5. In Vitro Assay y
Waiving History of Safe Use Synthesis XAFSA Master Class Modules
Global Regulatory Environment
bts« BHNEIN (A \ /
: jy BIRMINGHAM /\ SPIS
Module release date 2023 Online  Aug Fall

the british toxicology society
now 23 Pk

0: Intro: course overview

1: Problem formulation

&) OECD

3: In silico tools

FOUA

4a: Exposure-based waiving

4b: Safety of Botanicals: History of Safe Use

~ E u R 8: Regulatory landscape
I IVS ECVAM 5: In vitro data synthesis

. - " s Union L .
Institute for In Vitro Sciences for Altémnatives 10 Animal Testing 6: Internal Exposure; Dosimetry

25
%'g 7: Risk assessment
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4. Collaborate to poolresources, learn together & manage the
change (EU Roadmap, UK NAMs strategy, EPA NAM workplan)

Save /\\I

Cruelty Free
Cosmetics

That’s why we need you to join us and sign the European Citizens’
Initiative (ECI) calling on the European Commission to:

« Protect and strengthen the cosmetics animal testing
ban

« Transform EU Chemicals Regulation

« Put forward a concrete plan to transition to non-
animal science

Save
Cruelty Free
Ccosmetics

Commit to a Europe without animal testing

Workshop on the Roadmap towards phasing out
animal testing for chemical safety assessments
11 - 12 December 2023, Brussels

Session 1 - Introduction and setting the scene

Session 2: How to replace animal testing for the concern of systemic human health effects?

Session 3: How to replace animal testing for the concern of long-term aquatic toxicity?

PARC NGRAroute guiding principles and work streams_15.12 2023

Session 4: for the of Risks from (PARC) - Next:
Risk Assessment
Session 5: the of imal methods into
Session 6: Next steps and closing remarks
PARC workshop
“Guiding towards “Next: Risk (NGRA)-ready

legislation in the EU”

European Commission - Press release

Commission acts to accelerate phasing out of animal testing in response to
a European Citizens' Initiative

Brussels, 25 July 2023

Today, the Commission is responding to the European Citizens' Initiative (ECI) ‘Save Cruelty-free
Cosmetics - Commit to a Europe without Animal Testing'. The response provides a comprehensive
overview of the EU's legislative and policy framework relevant to the use of animals for testing
purposes. It also proposes additional actions to further reduce animal testing.

The Commission welcomes the initiative and acknowledges that animal welfare remains a strong
concern for European citizens. It highlights the leading role of the EU in phasing out the use of
animals in testing and improving animal welfare in general. This is especially reflected in the full ban
of animal testing for cosmetics, which has been in place in the EU since 2013,

1n addition, the Commission will launch a new roadmap with a set of legislative and non-legislative
actions to further reduce animal testing, with the aim to ultimately move to an animal-free
regulatory system under chemicals legislation (e.g. REACH, Biocidal Product Regulation, Plant
Protection Products Regulation and human and veterinary medicines) and continue strongly
supporting altematives to animal testing.

In relation to the modernisation of science, the Commission will continue its strong support to
research for the development of aiternatives to animal testing and explore the possibility to
coordinate the activities of Member States in this field

The Commission outlines the foliowing actions in response to specific objectives of the European
citizens' initiative:

« Protect and strengthen the cosmetics animal testing ban: The Commission emphasises
that the EU Cosmetics Regulation aiready prohibits the placing on the market of cosmetic
products that have been tested on animals. However, this ban does not extend to safety tests
required to assess risks from chemicals to workers and the environment under the EU
Regulation on the Registration, Evaluation, Authorisation, and Restriction of Chemicals

PARC NGRAroute guiding principles and work streams

(2023-12-18)

Contents

1

11 Context

12 Purposeand scope of this d

121 Guiding principles

122 work stream:

13 Mextstaps

2 overview of the guiding principles.

3 preliminary conclusions from the principles to structure the further work under NGAAroute ...

& Tentatively identified work streams and associated tasks for the further work under NGRAroute . 14
a1 14
32 Reguistory acceptance 1
a3 Policyi 15
44 change 15

1 Introduction
11  Context

This document was developed in the context of NGAAroute, an activity under Work Package 2 (“A
common science-policy agends®) of PARCY, the European pforthe isks from
Chemicals.

The overall vision of NGRAroute” is to develop a concrete and applicable roadmap proposal for
i ing N ion Risk (NGRAJ as the default approach to chemical risk
assessment in EU chemicals legislation by the end of April 2025.

The scope of NGRAroute includes all major chemicals legislation with 3 hazard, exposure or risk
2ssessment component of their own. In addition, it pertains to both, human health and environmental
risk assessment.

At this point in time, the conceptual development of NGRA for human heaith is slightly more advanced
and therefore the present document is more comprehensive regarding issuss relevant to human
health risk assessment. However, it is expected that more conceptual content related to Next-

i Risk [NGERA) will be added over time. In the end, the
establishment of NG(E|RA in the legislation offers a particular chance to significantly improve
integration of risk assessment for human health and the environment.

Since NGRArouts kicked off in the second half of 2022, the project team under PARC Task 22
(“Knowledge management and uptake into policy”) performed initial research and developed the

3 i anPARC. g0 i Fyou want 1o interact with PARC partners and other members of
the ehemieal rizk szzeszment eommunity, you Might alz0 Want to g to hitps-//pareoneds e
2For i Rfzosaf arc, su/cit e/ gerau A D23odf

1/15

The European Partnership

for Alternative Approaches to Animal Testing

EPAA ‘NAM Designathon’ Challenge
for human systemic toxicity

EURL

ECVAM
Union L y
for Alternatives to Animal Testing

EPAA ‘Use of NAMs in Environmental
Safety Assessment’ Partners Forum

| 19 |

ECHA

EUROPEAN
CHEMICALS
AGENCY




Safety, Environmental & Regulatory Science (SERS) | Unilever e

Conclusions
« A paradigm shiftis well underway as use of NAMs and NGRA increases & moves beyond
innovators/early adopters

« Translation of NGRA concepts into chemical regulatory frameworks, strategic plans &
guidance is moving forward steadily

« We can accelerate the NGRA paradigm shift through increasing industry: regulator
exchange, re-focusing validation, supporting training platforms & increased collaboration
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