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Article 18 — Animal Testing
Cosmetic products are not permitted on the GB market if the product's ingredients,

. .
Global Animal Test Policy
74
combination of ingredients or final formulation have been the subject of animal
testing used to prove their safety for the purposes of this Regulation. However,
historic animal testing data from animal testing that took place before such testing
was banned at EU level may still be used in order to meet the requirements of the

Regulation.




Assuring consumer safety without animal testing:
Maximising use of existing information and non-animal approaches

Donor Compound

All our risk assessments are exposure-led

L s Table 2:  Estimated daily exposure levels for different cosmetic product types according
to Cosmetics Eurcpe data (SCCNFP/0321/00; Hall et al., 2007, 2011).
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Use all available safety data on the ingredient
« Clinical, epidemiological, animal (if dates permit), in vitro etc

« Exposure-based waiving approaches (e.g. TTC, DST, Inhalation TTC)

* insilico predictions

« History of safe use . x ﬁ'
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« Use of existing OECD in vitro approaches “ = ' OEZTG[B;\:\W !w":

* Next Generation Risk Assessment (NGRA) ooy ooy in“ Y OECD'TG;m OE:D-.T:;




Next Generation Risk Assessment (NGRA)

NGRA is defined as an exposure-led, hypothesis-driven
risk assessment approach that integrates New
Approach Methodologies (NAMs) to assure safety
without the use of animal testing

v \\\ A USING y New Approach
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TOXICITY TESTING IN THE 21ST
CENTURY: A VISION AND STRATEGY
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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
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Recognition of Next Generation Risk Assessment (NGRA) in cosmetic
safety assessment

Computational Toxicology 7 (2018) 20-26
mputational Toxicology 7 (2018) SCCS/1628/21
Contents lists available at ScicnceDirect
Computational Toxicology
journal www_elsevier.
Scientific Committee on Consumer Safety
o CE— FY : 3-4_ RELEVANT TOXICOLOGICAL TOOLS FOR THE SAFETY EVALUATION OF
Principles underpinning the use of new methodologies in the risk assessment ) COSMETIC TNGREDIEMTS.
P - Chuner sccs
of cosmetic ingredients S
The SCCS has been closely following the progress made with regard to the development and
Matthew Dent™*, Renata TelxeLraAmara.l Pedro Amores Da Silva® | Jay Ansel.l , Fanny Boisleve?, validation of alternative methods and updated its NoG on a regular basic taking progress into
consideration.
Masato Hatao®, Akihiko Hirose', Yutaka Kasms Petra Kern", Reinhard Kreiling', Stanley Milstein’,
Beta Montemaynr“ Julcemara 0]1ve1ra Andrea Richarz™, Rob Taalman", Eric Vaj]lancourr" THE SCCS NOTES OF GUIDANCE FOR THE TESTING OF| Besides validated alternatives, the SCCS may also accept, on a case-by-case basks, methods
Rajeshwar Verma', Nashira Vicira O'Reilly Cabral Posada, Craig Weiss”, Hajime K O ottt Substahces. Such vl metws may not have hecessarly oons 1ooth the
iwar Verm: icira T 2, © ajime Kojima' cosmetic substances. Such valid methods may nat have necessarily gone through the
y Y v ) COSMETIC INGREDIENTS AND THEIR SAFETY Completa alkiation process, but the Commitea may consider therm acceptasle when there 5
* Unilever Safety and Environmental Assuramce Centre, Cobvorth Science Park, Shurnbrook, Becjorishire MK44 110, UK a sufficient amount of experimental data proving relevance and reliability and including
" ABITIPEC — Association of the Cosmetic, Toileiry and Fragrance Indusiry (ABIPLEC), Av. Poulista, 1313 Gergueira Gésar, Sd» Panlo, SP 01311 600, Brazil EVALUATION positive and negative contrals.
©US Persomal Care Products Council (PCPC), 1620 L St. NW, Suite 1200, D.C. 20036, USA
% Sohmson 8 Jobrison Santé Besuté France, Domaine de Maigremor, CS 10615, F-27106 VAL DE REUIL Ceder, France According to the Cosmetics Regulation, the experimental studies have to be carried out in
=l Cosnati Inieiry Assocician (JCIA), Met Gty Raamiyecha 67, 5 1.5, Toraamon, Minars b, Tokya 105 0001 Jopen 11TH REVISION ‘accordance with the principles of Good Laboratery Practice (GLP)lald down in Councll Directive
ool Rt o oalh S 1.18.1 Kmigoge, Scogrm, 1% 5501 Tokye, dopom 87/18/EEC. All possible deviations from this set of rules should be explained and scientifically
* Kan Corponution, Fxternal Relotions & Gavernment Affairs 213, Bunko, Sunida K, Tokyo 131-8501 Jopan Justified (SOCNFP/0633/02).
™ Procter and Gamble Services Company NV, Temseloan 100, B-1853 Strombeek Bever, Belgium
* Glariart Produkie (DE) Gebli, Global Toricolegy and Footaxicolagy, Am Unisys Park 1, 65643 Sulsback, Germany 341 NEW ARPROACH METHODOLOGY (NAM) AND NEXT-GENERATION RISK
1 US Food and Drsg " FDA), Office 0 ¢ Genter fior Food Safely and Applied Nutrition (CFSAN), 5001 Campus Drive, AssessHENT (NGRA)
College Park, MDD 20740, USA
, Gosmetics Alliance Conda, 420 Britarni Rood Fast Suite 102, Misisaugs, ON LA2 315, Canmda Whereas the terminology of "Alterative Test Methods (ATMs)” does not cover all available
b Hlnchle Mgty Appomy CANTVIEN, (i o Primbut e T, P, Gt & Shsintis, S0A T 5, lnte 200, Aret Bl 57 = GOP t0ols €.3., in silico methodology, the more general term, New Approach Methodology (NAM)
71305050, Broit 5 ) ) has been introduced. As for cosmetics and their ingredients, testing and marketing bans apply
' Materials, Chemical Safety Vi E with respect to animal use and also the obligation exists to only use validated replacement
Fermi 2749, 21027 lra. " laly alternatives, the need for validated non-animal alternative methods for chemical hazard
Casmetics Europe, Avenue Herrmann Debrouz 40, demm assassm;r\t is much more important in Eumpe rnr compliance with the Cosmetics Regulation
ki Caruals (1), Gonsarer rc Safety firanch, 269 Laurier Ave. W., Ottaw, ON KIA 0K, Canada other regulatory frameworks. NAMs may include in vitro, ex vive, in chemice and in
and D @ z:rmm Parkway, Suite 2015, Deer Park, IL. 60010, USA ;:I{m methods, read-across, as well as mmh\nal]nns thereof. Therefore, before any testing is
carried out fer 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
ARTICLE INFO ABSTRACT greater consistency across different initiatives (Parish et al,, 2020).
Keywond= Consumer safety is a prerequisite for any cosmetic product. Worldwide, there is an cver-increasing desire to Many efforts are ongoing to modernise toxicological safety evaluation and to look fer non-
Next Gemeration Risk Amessment bring safe products o market without animal testing, which requires a new approach to consumer safety. ‘Next animal methedology that ean be used for the risk assessment of compounds that after lng-
. term exposure could be at the origin of systemic toxicity. One of these approaches Is referred
New approsch mehodlogies Generation Risk Assessment’ (NGRA), defined as an exposure-ed, hypothesis driven risk assessment approach - T 35 NGRA (USEPA, 2014). The. brincinies. ANGerpinving the Sppicaton of an NGRA 1o
Cosmetics risk assessmen that integrates in silico, in chemico and in an The nature The SCCS adopted this guidance document cosmetics have been defined by the International Cooperation on Cosmetics Regulation
af each NGIA means that the development of a prescriptive list of tests to assure safety is not possible, or at its plenary meeting on 30-31 March 2021 (ICCR), a platform of regulators and cosmetics industry from the EU, the US, Japan, Canada
appropriate. The Intemational Cooperation on Cosmetics Regulation (ICCR) therefore tasked a group of scien- and Brazil (Dent et al., 2018). NGRA is 2 t, expo: , hypo!
from authori Cosmetic outline risk assessment designed to prevent harm. It integrates several NAMs to deliver safety
ists "mg"hm v ties and ﬂ;; l'"h'm’ o mpe= om i ¢ the principles for i decisions relevant to human health without the use of experimental animals. An NGRA should
corparating these new approaches into cosmetic i be conducted using a tiered and iterative approach, following an appropriate literature search
the overall goals of NGRA (1o be human-relevant, exposure-led, hypothesis-driven and designed to prevent and evaluation of the available data, and using robust and relevant methods and strategies.
hamm); how an NGRA should be conducted (using a tiered and iterative approach, following an appropriate Given the novelty of NGRA and the current lack of regulatory guidance on the use of a variety
literature search and evaluation of the available data, and using robust and relevant methods and strategies); and of NAMs in decision-making, it is important that the assessment should be transparently
- . y documented and explicit about the logic of the approach and sources of uncertainty (Dent et
:"”"‘ m} at shoai] h‘m‘; e“'“'m ('"'“"'"’mf“”d explicit ahout the logic ol the "’p'm“’m‘h“d sources al., 2018). A general NGRA workflow is described in Figura § (Berggren et al., 2017). The
‘uncertainty). Thase working on the risk assessment of cosmetics have 3 unique opportunity progress in tools useful for safety evaluation of cosmetic ingredients, which could also be used in case
the application of novel and consider these key principles NGRA would be taken as a possible workflow in the future, are described in chapters 3-4.2 to
3-4.14. Treshold of Toxicological Concer (TTC) and internal TTC (iTTC) approaches as a risk
assessment tools are described in 3-5.2.
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NGRA: case study workflow for systemic effects
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Key tools in our NGRA approach for systemic effects
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Exposure and PoD are plotted and used to derive a Bioactivity-

Exposure Ratio (BER)
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Other NGRA approaches for human health
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Why can non-animal science be accepted for consumer safety, but
not for worker safety?*

* Understanding worker exposure
* Routes
* Levels of exposure

* Factory automation procedures,
containment measures, local extract
ventilation, PPE

Pre-heater

*  NGRA for worker safety
 BER approach for worker exposure

* Potentially different PBK models for worker
exposure

 Same biological data on ingredients

Use in cosmetic products (C1)

Cosmetic-Only Ingredients
Quality control sampling (13) .

Transfer of substance (small containers) (12} -

Transfer of substance (dedicated facilities) (11) -

Formulation (Mixing or blending in batch processes) (F2) -

A S z
- o 5c/ 20201, 176,11-33 L

CONSUMER SAFETY  WORKER SAFETY

Formulation (Closed batch process) (F1) -

0 0.1 0.2 0.3
Total Systemic Exposure (mg/kg bw/day)

*Knight et al (2021) ALTEX 38, 653-668



Recognising NAMs in Chemical Registration: What needs to happen?

Archives of Toxicology (2022) 96:743-766
https://doi.org/10.1007/500204-021-03215-9

REGULATORY TOXICOLOGY
2020 No. 0000
EXITING THE EUROPEAN UNION . . .
 CONSUMER PROTECTION A framework for chemical safety assessment incorporating new
ENVIRONMENTAL PROTECTION . . .
HEALTH AND SAFETY approach methodologies within REACH

SCe 1628/21
/1628, The REACH etc. (Amendment etc.) (EU Exit) Regulations 2020

Nicholas Ball" - Remi Bars? - Philip A. Botham® - Andreea Cuciureanu® - Mark T. D. Cronin® - John E, Doe®*® .
m o Tatsiana Dudzina® - Timothy W. Gant’ - Marcel Leist® - Bennard van Ravenzwaay®
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THE SCCS NOTES OF GUIDANCE FOR THE TESTING OF

COSMETIC INGREDIENTS AND THEIR SAFETY c'“'m A‘
EVALUATION ' Exposure
11™ REVISION E ca E
a Exposure
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et I . . . [-+]
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m
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c Exposure
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Hazard Exposure i

In silico TTC
In Vitro . 1% Assessment I::_. .'] ™ Assessment

Scientific Committee on Consumer Safety (2021) In vivo Limit doses

. 3 Assessment

(animal testing is transparently ‘a last resort’)
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