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Our products must be safe

Can we make decisions on these people’s safety"

The decisions we make about the safety of our products are fo |
our consumers and workers all around the globe
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Making safety decisions without generating
data in animals

« Many of our consumers do not want to
buy products associated with animal
testing

« Many of our brands are ‘PETA-approved’

« Our safety assessments use a variety of
non-animal approaches from
QSARs/read across and ‘traditional’ in
vitro approaches to Next Generation
Risk Assessment (NGRA)

Global Animal Test Policy




What is NGRA?

An exposure-led, hypothesis-driven risk assessment
approach that incorporates one or more NAM*s to
ensure that chemical exposures do not cause harm

Dent et al (2018) Comp Tox 7, 20-26

*NAM = New Approach Methodology
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Principles underpinning the use of new methodologies in the risk assessment
of cosmetic ingredients
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Ke : Comsumer safely is a prerequisite for any cosmetic product. We

(eywands:
Neat Gemeration Risk Amesment bring safe products to market without animal testing, which requires a n ch to consumer safety. ‘Nexi

New approach methodologies Generation Risk Assessment’ (NGRA), defined a5 an exposure-led, hypor

Commetics risk assesmeat ico, in chemic i such an opportunity. The eustomized nature
of cach NGIA means that the development of  preseriptive list of tests to assure safety is not possible, or
e tasked a srop o of sci

of NGRA (to be human

how an NGRA should be conducted (using a tiered and iterative approach, following an appropriate
rature search and evaluation of the available dats, and using robust and relevant methods and strategies); and

the application of novel approaches, and cosmetic risk assessors are encouraged to consider these key principles

International Cooperation on

International Cooperation

g Cosmetics Regulation (2018]

European
Commission

SCCS/1628/21

Scientific Committee on Consumer Safety

Sccs

THE SCCS NOTES OF GUIDANCE FOR THE TESTING OF
COSMETIC INGREDIENTS AND THEIR SAFETY
EVALUATION

11™ REVISION

The SCCS adopted this guidance document
at its plenary meeting on 30-31 March 2021

Recognition of NGRA in cosmetic safety assessment

3-4 RELEVANT TOXICOLOGICAL TOOLS FOR THE SAFETY EVALUATION OF
‘COSMETIC INGREDIENTS

The SCCS has been closely following the progress made with regard to the development and
validation of alternative methods and updated its NoG on a regular basis taking progress into
consideration.

Besides validated alternatives, the SCCS may also accept, on a case-by-case basis, methods

(€.9., “-omics” technalogy) for the safety evaluation

o eh valid methods may not have necessarily gone through the

complete validation process, but the Committee may consider them acceptable when there is

2 sufficient amount of experimental data proving relevance and reliability and including
positive and negative controls.

According to the Cosmetics Regulation, the experimental studies have to be carried out in
accordance with the principles of Good Laboratory Practice (GLP)laid down in Council Directive
87/18/EEC. All passible deviations from this

Justified (SCONFP/0633/02).

341 NEW APPROACH METHODOLOGY (NAM) AND NEXT-GENERATION RISK
AssEsSMENT (NGRA)

Whereas the terminclogy of “Alternative Test Methods (ATMs)” does not cover all available

tools e.g., in sifico methodology, the more general term, New Approach Methodology (NAM)

has been introduced. As for cosmetics and their ingredients, testing and marketing bans apply

with respact to animal use and also the obligation exists to only use validated replacement

| alternative methods for chemical hazard

ssmnnl is much mer .mpmant in Eurape for compliance with the Cosmetics Regulation

. NAMs may include in vitro, ex vivo, in chemico and in

well 25 combinations thereal. Therefore, before any testing is

earried out for safety evaluation, all Information on the substance under consideration should

be gathered from different available means. A set of criteria, universal across initiatives, to

evaluate NAMs fit-for-purpose was developed by a multi-stakeholder group and may support
greater consistancy across different initiatives (Parish et ai., 2020).

Many efforts are engoing to modernise toxicological safety avaluation and to lock for non-
animal methodology that can be used for the risk assessment of compounds that after long-
term exposure could be at the of systemic toxicity. One of these approaches s referred
to as NGRA (USEPA, ’nm) The principles underpinning the application of an NGRA to
cosmetics have been defined by the International Cooperation on Cosmetics Regulation
ICCR), a platform of regulators and cosmetics industry from the EU, the US, Japan, Canada
and Brazil (Dent et al., 2018). NGRA is a human-relevant, exposure-led, hypothesis-driven
risk assessment designed to prevent harm. It integrates several NAMs to deliver safety
decisions relevant to human health without the use of experimental animals. An NGRA should
be conducted using a tiered and iterative approach, following an appropriate literature search
and evaluation of the available data, and using robust and relevant methads and strategies.
Given the novelty of NGRA and the curment lack of regulatory guidance on the use of a variety
of NAMs in decision-maKing, it is important that the assessment should be transparently
documented and explicit abaut the Iogic of the approach and sources of uncertainty
ai., 2018). A general NGRA workflow is described in Figure 5 (Bergaren et al.,
so be used in case
NGRA would be taken as a possible workflow ribed in chapters 3-4.2 to
3-4.14. Treshold of Taxicological Concem (TTC) and internal TTC (ITTC) approaches as a risk
assessment tools are deseribe

European Commission: Scientific
Committee on Consumer Safety (2021)



A fundamental principle of NGRA: ‘Protection not

Distributions of Oral Equivalent Values and Predicted Chronic Exposures
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Graph from Rusty Thomas EPA, with thanks. Rotroff et al (2010) Toxicological.Sciences, 117, 348-358

The hypothesis underpinning
this type of NGRA is that if
there is no bioactivity observed
at consumer-relevant
concentrations, there can be
no adverse health effects.

At no point does NGRA attempt
to predict the results of high
dose toxicology studies in
animals that were first used in
the 1960s

NGRA uses new exposure
science and understanding of
human biology




NGRA Framework: Decision-making on consumer
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A large toolbox of methods is used

Derivation of in vitro PoD across multiple cell models (HepG2, NHEK and
Face Cream MCF7) & refinement with HepaRG 2D and 3D & metabolism studies

Exposure tools to
inform level of
systemic exposure
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NGRA forrisk assessment

Non-animal safety assessments for cosmetics have moved from
‘might be possible in theory’ to ‘case studies to evaluate’

 NGRA is exposure-led, hypothesis driven, and requires clear articulation of the risk
assessment question

« Atiered approach to decision-making is central to NGRA, use the tools that are as
com lgx as necessary to make the decision. Move to more complex tools if more data is
neede

* Progress has been possible with a change in mindset (protection not prediction)

« Science keeps moving - the tools for NGRA decision-making will not remain static. We
must ensure that we continue to harness new science and all new exposure and
bioactivity tools add value to the decision-making process

- Importance of characterising uncertainty to allow informed decision-making
 Need to ensure quality/robustness of the non-standard (non-TG) work

The aﬂproaches and challenges are not cosmetic-specific, how can different sectors learn
together?



USE OF THE SAME APPROACHES FOR CHEMICALS
REGISTRATION?

TOXICOLOGICAL SCIENCES, 173(1), 2020, 202-225

SO I %‘ocner}i of doi: 101093 toxsci/kE201
OX1CO. Ogy S Otl l ht Advance Access Publication Date: September 18, 2019
h Articl
academic.oup.com/toxsci p g fesearch Aricle

Utility of In Vitro Bioactivity as a Lower Bound Estimate
of In Vivo Adverse Effect Levels and in Risk-Based
Prioritization

Katie Paul Friedman @ ,"* Matthew Gagne, " Lit-Hsin Loo,* Panagiotis
Karamertzanis,® Tatiana Netzeva,® Tomasz Sobanski,® Jill A. Franzosa,’ Ann

M. Richard,* Ryan R. Lougee,"! Andrea Gissi,® Jia-Ying Joey Lee,* Michelle
Angrish,!! Jean Lou Domne,!! Stiven Foster,* Kathleen Raffaele,” Tina
Bahadori,! Maureen R. Gwinn,* Jason Lambert,* Maurice Whelan,* Mike
Rasenberg,’ Tara Barton-Maclaren,’ and Russell S. Thomas @ *

T
2
E
2
o

APCRA

ACCELERATING THE PACE OF
CHEMICAL FISK ASSESSMENT

“The primary objective of this work was to compare PODs based on high-throughput predictions of
bioactivity, exposure predictions, and traditional hazard information for 448 chemicals”. APCRA, 2020
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USE OF THE SAME APPROACHES FOR CHEMICALS
REGISTRATION?

“Today’s memo directs the agency to aggressively reduce animal testing, including

reducing mammal study requests and funding 30% by 2025 and completely
eliminating them by 2035”

EPA Administrator, 2019
Speaking at an 18 May virtual forum organised by the Green Chemistry and Commerce

Council (GC3), Dr Hansen said we're currently 40 years away from being able to effectively

predict toxicity of chemicals, but with focused investment and regulatory needs driving
the work, this could be reduced to 20 years.

ECHA, Executive Director, 2021

What is needed to accelerate the uptake of NAMs and the principles of NGRA for use in
the EU Chemicals Regulation?
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