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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
antimal tact law

The anti-vivisection group BUAV and the European Coalition to End
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EMEERK B EZHN B 5 L-0ECDDTG(2013)

DA BRI
CORROSITEX Skin Corrosivity Test :TG435
In vitro skin corrosion: reconstructed human epidermis (RHE)
FRERE4HE  test method :TG431
In vitro skin corrosion. Transcutaneous Electrical Resistance
Test Method (TER) :TG430
FZIERIENEEER  |/n vitro reconstructed human epidermis (RhE) test methods,
EpiDerm, EPISKIN, SkinEthic, LabCyte EPI-Model: TG439
yio==3 N 3T3 NRU Phototoxicity Test :TG432
Bovine Corneal Opacity and Permeability (BCOP) Test
Method :TG437
o Isolated Chicken Eye (ICE) Test Method :TG438
BRI BN IEETUAR Fluorescein Leakage (FL) test method: TG460
Use of anesthetics, analgesics, and humane endpoints for
routine use : TG 405
Updated Murine local lymph node assay (LLNA) for skin
FERAFIEER  |sensitization :TG429

Nonradioactive LLNA protocol (LLNA: BrdU-ELISA) :TG442B

Nonradioactive LLNA protocol, LLNA:DA :TG442A
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ENYREBEREEHNBEELT-0ECDDTG(2013)

DA AUERA
Up and Down Procedure (UDP): TG425
Mt 1L Fixed Dose Procedure (FDP) : TG420
RIS BIEHR Acute Toxic Class Method (ATC) : TG423
Inhalation toxicity - acute toxic class method : TG436
BG1Luc Estrogen Receptor Transactivation Test Method for
|dentifying Estrogen Receptor Agonists and Antagonists:
Ao <ELRALD  [TG457
——>7 H295R Steroidogenesis Assay :TG456
Performance-Based Test Guideline for Stably Transfected
Transactivation /n Viftro Assays to Detect Estrogen Receptor
AgonistsTest : TG455
In vitro micronucleus test : TG487
In vitro Mammalian Cell Gene Mutation Test : TG476
Ens=4%88 |/ vitro Mammalian Chromosome Aberration Test : TG473

Bacterial Reverse Mutation Test : TG471

it 7 IR LN G B

Skin Absorption: /n Vitro Method :TG428
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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 Corneal 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 Irmitants

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, successfully worked upon by ICATM

Acute Toxicity Tests

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

OECD Guidance document 129 (2010)

Endocrine Disruptor Test Methods

Ferformance-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)

In vitro Mammalian Cell Gene Mutation Test

OECD TG476 (1997)

In Vitro micronucleus Test

OECD TG 487 (2010)
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« ERTIXIaCVAM:Japanese Center for the Validation of
Alternative Methods (A AB)MIEERR B iEREI 2 —) HY,
=|[RRGENMRER R B LR FE DA THHICATM:
International Cooperation on Alternative Test Methods ({$ &
AEE N ERRE) CEREL. BIMERBRAEFEICETS
BHZRVELED ., F-. TRARRUVRESN-ENEER
KREABREZOZHHFMZ1TL ., TOFEEHFERFEZLARL
TWET,

- EEINRBOEZERBEHRDOE/RICEWNTIE, TEEIZT
FJaCVAMDTR—LR—U[ZH/EBSh TOSIFHRESED
£, EULGEHEERL, F-EHERDROTLT) RN

FEEFICBSWTHEANELNS XS, BEETHRES
'-*-.I.l/ A HE&EL\Lij—O
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JaCVAM Activities

Update on JaCVAM (15.June / 2009 updated)

Home = JaCWAM Activiies > LUpdate on JaCWVAaM

Classification Test name Validation . Regulatory Recommendation Collaboration
study Peer review acceptance o govemment CBCD
J i J J J
01 {1)Reconstructed human Guideline |JSAAE
Comosivity test  |tissue test made in Feo-08 Jun-08 Jur-08 AUG-DE g 43
Japan: Vitrolife-Skin
e &) Q Q Q Q
0z {(1)3T3—=NRU BR Now-04 Guideline
Phototoxicity test Mo.432
Q Q Q Q 0
{2)¥east growth inhibition Jan0o M - JSAAE
phototoxicity assay and * =408 eneang
the red blood cell Q Q Q . J
photohemolysis assay
03 {TILLMNA-DA Jun-O7 Feb—08 Oct-02 Mow-D8 JSAAE
Skin sensitization 1
test Q Q @ @ )
{2)LLMNA-Brdu Aug-08 Feb-04 on going JSAAE
] ] Q@ o Q
{3h-CLAT start in 2009
o ) @ @ J
{4ILLMA
e J L @ 2
{(5IrLLNA E:%T:a start in 2008 IcCvAaM
Q L 3 Q Q Q
04 {1)Reconstructed human i Draft test |ECWVAM
SKin irritation test |tissue test ECVANT - MowfS - ongeing guideline
Q Q Q Q Q
(2)Reconstructed human May-08 JSAAE
fissue test made in Japan
g Q O @ O 2
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JaCVAMERE S B REIL T=1=-H5R%
No. |TestMethod

1 In vitro skin corrosion testing: Vitrolife-Skin, EpiDerm

2 The Bovine Corneal Opacity and Permeability
(BCOP) Test Method

The Isolated Chicken Eye (ICE) Test Method

Fluorescein leakage (FL) Test Methods for
|[dentifying Ocular Corrosives and Severe Irritants

&

Skin sensitization assay, LLNA : DA
Skin sensitization assay, LLNA : BrdU-ELISA

Skin sensitization assay, rLLNA

0 N O O

In vitro skin irritation testing: Episkin, EpiDerm,
SkinEthcs, LabCyte EPI-MODEL

9 Utilization of cytotoxicity test for acute oral toxicity
tetsting

10 BG1Luc Estrogen Receptor Transactivation Test
Method for Identifying Estrogen Receptor Agonists
and Antagonists
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INTERNATIONAL COOPERATION ON COSMETICS REGULATION
Ad Hoc Joint Regulator - Industry Working Group

Scoping Document on the Use of In Silico Approaches for
Assessing the Safety of Ingredients Intended for Use in
Cosmetics

Purpose

Discussions at the 6t annual meeting of International
Cooperation on Cosmetics Regulation (ICCR-6) in
Washington, D.C. USA in July 2012 led to the formation of a
Joint Industry/Regulator Working Group (WG) on in silico
approaches. The purpose of this Joint WG is to explore
suitability of the various available in silico approaches for
assessing the safety of ingredients intended for use in

cosmetics.
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Photosafety Strategy:
Tier 1 in ICH S10 guideline
Systemic route

UV-vis spectrum:
Absorption (290-700 nm) w/
MEC/ € above 1000 L mol* cm?:

Positive result in vitro

' @ mechanism test w/high
confidence in a negative
finding? (e.g. ROS)

___________________________________________

(Not NO)
Tier 2



High throughput ROS assay

€ Quartz reaction container for multiwell assay
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Quartz plate

Stopper Multiwell plate

Teflon sheet
j=== g
@ Solar simulator

Overnight assay (18 hr):LTX-01 (Xe lamp, 18 W/m?; Nagano Science)
Short-time assay (1 hr) : Suntest CPS (Xe lamp, 250 W/m?; Atlas)

@ Colorimetric determination of reactive oxygen species;
1) Singlet oxygen (10,); bleaching of p-nitrosodimethylaniline (RNO)
2) Superoxide (O,); reduction of Nitroblue tetrazolium (NBT)

Onoue S et al., J Pharm Biomed Anal 46 (2008) 187-193.
Onoue S et al., Pharm Res 25 (2008) 861-868 49
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European
Commission

JRC SCIENTIFIC AND POLICY REPORTS

EURL ECVAM Recommendation on the
3T3 Neutral Red Uptake Cytotoxicity
Assay for Acute Oral Toxicity Testing

In summary, the 3T3 NRU test method could prove a valuable component of a WoE or ITS approach for
supporting hazard identification and safety assessment in agreement with the EU CLP Regulation and
international regulatory schemes implementing the upper threshold of UN GHS Category 4 as the cut-off
for non-classification of substances. In particular, data from the 3T3 NRU assay may constitute an
information source within a WoE approach under the provisions of the REACH regulation (Annex XI, 1.2)
potentially supporting conclusions on absence of acute oral toxicity of industrial chemicals.
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Mational Biological Safety Research Center (NBSRC),
Mational Institute of Health Sciences (MIHS)

B - - English {,:UU'S[E' Search | www @ jacvamjp

& CVAM

Aboaut JaCvVAM Update on JaCWaM Academic activities Submission of Alternative  International Cooperation

Methods to JaCyVAM

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)
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