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EU bans sale of all animal-tested cosmetics

A complete ban on the sale of cosmetics
developed through animal testing has taken
effect in the EU.

The ban applies to all new cosmetics and their
ingredients sold in the EU, regardless of where in
the world testing on animals was carried out.

The 27 EU countries have had a ban on such
tests in place since 2009. But the EU
Commission is now asking the EU's trading
partners to do the same.

The search for alternatives to animal testing goes on

Related Stories
Animal rights lobbyists said EU officials had "listened to the people".

UK retains strict
animal tact law

The anti-vivisection group BUAV and the European Coalition to End
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Concordance of the Toxicity of Pharmaceuticals
in Humans and in Animals
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Animal model and In vitro .

(1) Miniature BlackBox
Approach requires

. . “diagnostic” process
(1) Miniature Black Box Approach similar to in vivo

studies. Until cellular

input outpu
— in vivo BLACK BOX — symptoms are well
Chemical — o — Sympt(.)ms Ul
regression linkage > (tox|c|ty) understood to the
level of in vivo
l diagnosis, the

input o .
—p> in vitro BLACK BOX _Oli:pu validation process will
Chemical — regression linkage — invitro endpoint be virtually endless.

(2) Mechanism-excision

. . . . type methods always
(2) In vivo mechanism Excision Approach have Positive controls
outpu and Negative controls.
: —= symptoms With which the
Chemica —>  (toxicity) validation process is
easy and comcise.
input g outpu
Chemical :: ﬁ/* :t in vitro endpoint
—— —_—

€

By J. Kanno(NIHS)
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Relationships between log P values in excised human cadaver skin and log P values in
cultured skin models. (a): LSE-high versus excised human cadaver skin, (b): EpiDerm
versus excised human cadaver skin, (c): Vitrolife-skin versus excised human cadaver
skin, (d): Neoderm-E versus excised human cadaver skin, (e): LabCyte EPI-model
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Each point represents the mean = S.E. (n=4-6).
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Table with Internationally Accepted Alternative Test Methods for Cosmetic

Products/Ingredients Safety Testing, successfully worked upon by ICATM

Method

International Acceptance

Dermal Corrosivity Test Methods

CORROSITEX Skin Corrosivity Test

OECD TG 435 (2006)

EpisSkin Skin Corrosivity Test. EpiSkin, EpiDerm,

OECD TG 431 (2004)

Rat TER Skin Corrosivity Test

OECD TG 430 (2004)

Dermal Irritation Tes

t Methods

In vitro reconstructed human epidermis (RhE) test

methods
EpiDerm; EPISKIN; SkinEthic

OECD TG 439 ( 2010)

Dermal penetration Test Methods

Skin Absorption: In Vitro Method

OECD TG 428 (2004)

Phototoxicity Test Methods

3T3 NRU Phototoxicity Test

OECD TG 432 (2004)

Ocular Toxicity Test Methods

Bovine Cormeal Opacity and Permeability (BCOP) Test
Method for identification
of ocular corrosives and severe irritants

OECD TG 437 (2009)

Isolated Chicken Eye
(ICE) Test Method

OECD TG 438 (2009)

Fluorescein Leakage Test Method for Identifying
Ocular Corrosives and Severe Irmtants

OECD TG 460 (2012)

Use of histopathology as an additional endpoint in
Ocular safety testing

OECD Guidance Document 160 (2011)
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Table with Internationally Accepted Alternative Test Methods for Cosmetic

Products/Ingredients Safety Testing, succe

it

ssfully worked upon by ICATM

Acute Toxicity Tests

In Viiro cytotoxicity test methods for estimating starting
doses for acute oral systemic toxicity tests

OECD Guidance document 129 (2010)

Endocrine Disruptor Test Methods

Performance-Based Test for Stably Transfected
Transactivation In Vitro Assays to Detect Estrogen
Receptor Agonists

OECD TG 455 (2012)

H295R Steroidogenesis Assay

OECD TG456 (2011)

BG1Luc Estrogen Receptor Transactivation Test
Method for Identifying Estrogen Receptor Agonists and
Antagonists

OECD TG 457 (2012)

Genetic Toxicity Tes

t Methods

Bacterial Reverse Mutation Test

OECD TG471 (1997)

In vitro Mammalian Chromosome Aberration Test

OECD TG473 (1997)

In vitro Mammalian Cell Gene Mutation Test

QECD TG476 (1997)

In Vitro micronucleus Test

OECD TG 487 (2010)
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Draft Test Guideline proposed by Japan
In the OECD Work Plan

v Bhas 42 cell transformation assay

v Short time exposure (STE) assay for eye irritation
testing

v h-CLAT assay for skin sensitisation testing

v’ Stable transfected transcriptional activation (STTA)
antagonist assay for estragen disruptor screening

v’ Stable transfected transcriptional activation (STTA)
assay for androgen disruptor screening (AR-
Ecoscreen)




FEDOECD work planlZiRESIN =R ERE

No. Lead country

Test method

1 United Kingdom

Development of a reference/characterising chemical set for testing in
vitro metabolism systems in EAS assays

2Korea

Androgen Receptor Transactivation Assay

3France MUSST for in vitro skin sensitisation
4France RhCE test method using SkinEthic for eye irritation
5Japan IL-8 Luc assay for in vitro skin sensitisation

In vitro Macromolecular Test Method for identifying
6ltaly Chemicals inducing serious eye damage

Update of TG 431 for improving predictivity of sub-
7 Slovakia categorisation by 3 test method(s)
8Netherlands Extension of the ICE (TG 438)
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1242
DR RIVBR /S

ERE %R |[Reconstructed human epidermis (RHE) test
method , EpiDerm, EPISKIN, SkinEthic, epiCS
Transcutaneous Electrical Resistance Test
Method (TER)

7 ERIE 4= E& |In vitro reconstructed human epidermis (RhE)
test methods, EpiDerm, EPISKIN, SkinEthic,
LabCyte EPI-MODEL

AR R 4B |Bovine Corneal Opacity and Permeability

(BCOP) Test Method

Isolated Chicken Eye (ICE) Test Method




OECD/OCDE

431

Adopted:
26 July 2013

OECD GUIDELINES FOR THE TESTING OF CHEMICALS

In vitre skin corrosion: reconstructed human epidermis (RHE) test method

Table 3: QC batch release criteria

Lower acceptance limit

Upper acceptance limit

EpiSkin™ (SM)
{18 hours treatment with
SDS)35)

Ing =1.0 ]:L'IgIII]_

[Cy=3.0 ]II.gEIIIL

EpiDerm™ SCT (EPI-200)
(1% Tnton X-100){36)

ET:; =40 hours

EI;E = 8.7 hours

SkinE thic™ RHE ETs;=4.0 hours ETsy=10.0 hours
(1% Tnton X-1000(37})
eptC5E(1% Tnton X-100)(38) ETs = 2.0 hours ET5p = 7.0 hours




OECD/OCDE

439

Adopted:
26 July 2013

OECD GUIDELINES FOR THE TESTING OF CHEMICALS

In Vitre Skin Inrritation: Reconstructed Human Epidermis Test Method

Table 3: QC batch release criteria of the test methods included in this TG

Lower acceptance limit

Upper acceptance limit

EpiSkin' " (SM)
(18 hours treatment with SDS) (27)

ICs;= 1.0 mg/ml

ICsp = 3.0 mg/ml

EpiDerm™ SIT (EPI-200) ETso= 4.0 hr ETso=8.7 hr
(1% Triton X-100) (28)
SkinEthic™ RHE ETso=4.0 hr ETsp= 10.0 r

(1% Triton X-100) (29)

LabCyte EPI-MODEL24 SIT
(18 hours treatment with SDS) (40)

IC5p=1.4 mg/ml

ICs5p =4.0 mg/ml
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I 76431 T6439

X REE BRI P& & R84

EEFT VR EpiSkin™ , EpiDerm™ (EPI-  EpiSkin. SkinEthcs.
200), SkinEthic™ RHE1, EpiDerm. LabCyte-Epi
epiCS® Model

EiE MTTZvEAIZLSHileE MTT7yEAIZ&5HHA
4 =1

A0 EE B ] 353, 1B¥fE. 4BFR (EpiSkin 15~60%)
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A global outreach

& B OECD Member Countries (34)

- Countries/Economies Engaged in Working
Relationships with the OECD



The work plan includes 5 sections for specific projects:

Section 1 (Projects related to Test Guudelines on physical-chemucal properties)
Section 2 (Projects related to Test Guidelines on effects on biotic systems)
Section 3 (Projects related to Test Gudelines on environmental fate)

Section 4 (Projects related to Test Guudelines on health effects)

Section 5 (Projects related to other Test Gudelines)

Projects of a general nature are included after Section 5. Projects remain in the work plan until the
publication of the Test Guideline or other Test Guideline-related document. Each project keeps the same
identification number until 1t 15 completed. If a project 15 no longer supported by lead countries, it 1s
moved to Annex 1 for two years and then deleted.

Abbreviations used:

TG: Test Guideline

GD: gmdance document

DRP: detailed review paper

Jomnt Meeting: Joint Meeting of the Chenucals Comnuttee and Working Party on Chenucals, Pesticides
and Biotechnology

EDTA AG: Endocrine Disrupters Testing and Assessment Adwvisory Group

EPOC: Environmental Policy Commuttee

NC: national coordinator

SPSF: standard project submission form

SSD: Streamlined Summary Document

VMG-eco: Validation Management Group for Ecotoxicity Testing

VMG-non ammal: Validation Management Group for Non Animal Testing
VMG-mammalian: Validation Management Group for Mammalian Toxicity Testing
WNT: Working Group of the National Coordinators for the Test Gmdelines Programme
WGP: Working Group on Pesticides

WPMN: Working Party on Manufactured Nanomaterial

TF Biocides: Task Force on Biocides



APPLY INTEGRATED APPROACHES TO
TESTING AND ASSESSMENT

All of the work on alternative methods is
undertaken at the OECD with the objective of
contributing to more integrated approaches to
testing and assessment. In practice, integrated
approaches, which take into account the tools
outlined above, are used in the OECD Existing
Chemicals Programme  which  generates
internationally agreed initial hazard assessments
of chemicals.

This  practical application of integrated
approaches improves their regulatory acceptance
and facilitates their implementation into national
and regional chemical assessment schemes in
OECD member countries.

AVOID DUPLICATION OF TESTING

The OECD Mutual Acceptance of Data (MAD)
framework has had a major impact on testing
practices. MAD guarantees that data generated in
the testing of chemicals in an OECD member
country, or adhering non-member country, in
accordance with OECD Test Guidelines and
OECD Principles of Good Laboratory Practice
shall be accepted in other member or adhering
countries for purposes of chemical assessment
and other uses relating to the protection of man
and the environment. This proactive framework
saves thousands of animals every year and its
impact increases as non-OECD economies join
the MAD system.

Furthermore, the OECD has developed the
Global Portal to Information on Chemical
Substances (eChemPortal). eChemPortal offers
free public access to information on properties of
chemicals through a simultaneous search of
multiple databases, thereby improving the access
to existing test results and reducing the risk of
unnecessary testing.

WHERE CAN | FIND OECD TOOLS RELATED
TO CHEMICAL SAFETY AND ANIMAL
WELFARE ?

(Q)SARs, Grouping of Chemicals and the
(Q)SAR Application Toolbox

www.oecd.org/env/existingchemicals/gsar

Test Guidelines, in vitro test methods,
molecular screening and toxicogenomics

www.oecd.org/env/testguidelines

Integrated Approaches to Testing and
Assessment

www.oecd.org/env/existingchemicals

Mutual Acceptance of Data

www.oecd.org/env/glp

Global Portal to Information on Chemical
Substances

www.oecd.org/ehs/eChemPortal

© Photos
Getty Images, 2005
KaYann-Fotolia.com

© OECD 2009
For more information contact
the OECD Secretariat at

hscont@oecd.org
OECD :

Chemical
Safety and
Animal
Welfare

Progress made
at the OECD

@

OECD

www.oecd.org/env/ehs
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International Conference on Harmonisation of Technical Requirements
for Registration of Pharmaceuticals for Human Use
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ISO and medical devices

* This concept is incorporated in the ISO 10993
standards.

* |SO 10993 part 2 states, “The protection of
humans is the primary goal of the ISO 10993
series of standards. A second equally important
goal is to ensure animal welfare and to minimise
the number and exposure of the laboratory
animals” and that the standard was “developed
to ensure the welfare of animals used in
biological evaluation testing.”
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ECVAM-LED VALIDATION STUDIES — EYE IRRITATION (EIVS)

Objective: stand-alone test methods to identify chemicals not
classified as eye irritant under GHS for use in a bottom-up testing

strategy
Test systems: EpiOcular™ EIT and SkinEthic™ HCE
Status:
— 104 chemicals selected and undergoing testing in 3 laboratories
— Testing phase finished, no additional tests needed

— Analysis of data thereafter, Validation Report possibly to ESAC for
peer review in March 2014

Note: The test methods are not intended to differentiate between GHS Category 1
(irreversible effects) and 2A-B (reversible effects). This differentiation would be
left to another tier of the Bottom-up/Top-down testing strategy (ECVAM
Workshop 2005; Scott et al., 2009).



Background- 1 : Collagen vitrigel membrane (CVM)

A new material composed of high density collagen 5 . .
S S

)

.

Col lagen Vltrlgel [Sustalned release [Permeability of bioactive agents]

=4 T § H
m?""; ':.v' > e v

by

Collagen vitrigel ¢

Drug delivery | Paracrme lnteractlon

Takezawa T,ef al, Cell Transplantation, 13: 463-473, 2004 Takezawa T,ef al, Cell Tissues Organs, 185: 237-4241, 2007
Takezawa T,ef al, Tissue Engineering, 13: 1357-1366, 2007 Takezawa T,ef al, Yakugaku Zasshi, 130: 565-574, 2010
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A 2-tiered approach for identification and 3rsmc

3Rs Managment

classification of skin sensitizers

NCTC2544/IL-18:

Chemicals
I l l * Identification of contact »30 chemicals tested
Tier1; " g »WLR: >95%
NCTC2544 | " " " " " ‘ sensitizers in Tlerl » Transferable
-IL-18 expression »BLR: >95%
gl »Accuracy: 97% (labeling)
L-1e (ELISA
-Qt"éflii:d‘f'-ark:IErE?
i - Identification of potency RHE potency test:
Epidermal sensitizer . A
Equivalent — = of sensitizers in Tier 2 +16 chemicals tested
e e - EC50, MTT >WLR: >95%
el L SR SIS R -IL-1a expression »Transferable
»BLR: >95%
l icbity (MTT) \ »Concordancy: 92% (classification)
-[L-1z (ELISA) I icti )
-Other tlai;ﬂzi.frs? predcion m 4

Assessed by Cosmetics Europe
» 10 coded compounds



iCell° Cardiomyocytes ICell’ Endothelial Cells

A B
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cTNT / MLC2V / Hoechst w-Actinin / Hoechst
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cTNT

0.10% 2.02%
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iCell° Hematopoietic
Progenitor Cells

vGLUT2 / vGAT

MAP2 / GABA / Hoechs!
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Japanese Center for the Validation of Alternative Methods

Office : New Testing Method Assessment, Divizion of Pharmacology,

CV&M Mational Biological Safety Research Center (NBSRC),
Mational Institute of Health Sciences (MIHS)
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AhnutJaC‘-MM Lipdate on JaCWVAM ademn:: an:twltles Submission of Alternative  International Cooperation

HERERH YN ESTSIVELE:

Policy and Mission: JaCVAM's policy and mission is to promote the 3Rs in animal experiments for the
evaluation of chemical substance safety in Japan and establish guidelines for new alternative experimental

methods through international collaboration.

the 3Rs in animal experiments—Reduction (of animal use)
Refinement (to lessen pain or distress and to enhance animal well-being)

Feplacement (of an animal test with one that uses non-animal systems or phylo-genetically

lower species)
(OECD GD34)
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