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Govt bans cosmetic companies from testing on animals

Jan 23, 2014 THE TIMES OF INDIA

http//timesofindia.indiatimes.com/city/mumbai/Govi-bans-

cosmetic-companies-from-testing-on-animals/articleshow/29225017.cms
Vietnam takes strides to replacing animal testing in cosmetics with CFl grant

Mar 28, 2013 CosmeticsDesign-Asia.com
http//www.cosmeticsdesign-asia.com/Regulation-

Safety/Vietnam-takes-strides-to-replacing-animal-testing-in-cosmetics-with-CFl-grant

India to ban import of animal-tested cosmectics
May 11,2014 DECCAN Chronicle

http//www.deccanchronicle.com/140511/nation-current-
affairs/article/india-ban-import-animal-tested-cosmectics
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ICATM cooperation

ICATM is a voluntary international cooperation of national organizations: Canada, the European Union, Japan,
South Korea, and the United States.

y A

Y g
9. o
Health NICEATM- ECVAM KoCVAM JaCVAM

Canada ICCVAM
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ENEER KB LD B E LT-0OECDMDTG(2015)

748 A BRIE
In vitro Skin Corrosion: Transcutaneous Electrical Resistance
Test Method (TER) :TG430
EIEREEMSER |In vitro Skin Corrosion: Reconstructed Human Epidermis

(RHE) test method :TG431

CORROSITEX Skin Corrosivity Test :TG435

B & R R

In vitro Reconstructed Human Epidermis (RhE) Test
methods, EpiDerm, EPISKIN, SkinEthic, LabCyte EPI-
Model: TG439

S E R

3T3 NRU Phototoxicity Test :TG432

AR %R 720 14 5 B

Updated Acute Eye Irritation/Corrosion : TG 405

Bovine Corneal Opacity and Permeability (BCOP) Test
Method :TG437

Isolated Chicken Eye (ICE) Test Method :TG438

Fluorescein Leakage (FL) Test Method: TG460

FR FE A 14 5 BR

Murine local lymph node assay (LLNA) for Skin Sensitisation
' TG429

Nonradioactive LLNA protocol, LLNA:DA : TG442A

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

In Chemico Skin Sensitisation, Direct Peptide Reactivity
Assay (DPRA) :TG442C

In Vitro Skin Sensitisation, ARE-Nrf2 Luciferase Test

Method :TG442D
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FHYEEBRK B EZHNBE 5 LT-0ECDDTG(2015)

5758 AERIE
Fixed Dose Procedure (FDP) : TG420
Acute Toxic Class Method (ATC) : TG423
.. e Up and Down Procedure (UDP): TG425
JL = == 4 S
RERS SRR Inhalation toxicity - Acute Toxic Class Method : TG436
Cytotoxicity Tests to Estimate Starting Doses for Acute Oral
Systematic Toxicity Tests: Guidance Document
Performance-Based Test Guideline for Stably Transfected
Transactivation In vitro Assays to Detect Estrogen Receptor
R4k CEL R4 — |AgonistsTest | TG455
2y A H295R Steroidogenesis Assay :TG456

BG1Luc Estrogen Receptor Transactivation Test Method for
Identifying Estrogen Receptor Agonists and Antagonists:
TG457
Bacterial Reverse Mutation Test : TG471
In vitro Mammalian Chromosome Aberration Test : TG473

BInE MR In vitro Mammalian Cell Gene Mutation Test : TG476
In vitro Micronucleus Test : TG487

L e 1 = Syrian Hamster Embryo (SHE) Cell Transformation Assay:
s B entfal BR Y yo (SHE) Y

Guidance Document

o B IR YR G ER

Skin Absorption: In vitro Method :TG428

29
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Arch Toxicol. 2011 May;85(5):367-485. doi: 10.1007/s00204-011-0693-22011
May 1.

Alternative (non-animal) methods for cosmetics testing: current status and
future prospects-2010. Adler S, et al.,

In summary, the experts confirmed that it will take at least
another 7-9 years for the replacement of the current in vivo
animal tests used for the safety assessment of cosmetic
ingredients for skin sensitisation.

For toxicokinetics, the timeframe was 5-7 years to
develop the models still lacking to predict lung absorption and
renal/biliary excretion, and even longer to integrate the
methods to fully replace the animal toxicokinetic models.

For the systemic toxicological endpoints of repeated
dose toxicity, carcinogenicity and reproductive toxicity, the
time horizon for full replacement could not be estimated.

34
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AOP and alternative animals in human health assessment

Toxicant Molecular Cellular Organ Individual Population
Initiating event Responses Responses Responses Responses
Computational Receptor screening assays, Whole animal, Population
chemistry, Cell line assays, genomics, In vitro models, “ Whole modeling,
QSAR proteomics, metabolomics, Ak r%g:j"g‘;:“;‘%’g' - ?""_“a“' Q@ i
: i , . oxicology monitoring
l blochemistry l metabilomics 1 l
Impaired
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OECD strategy for regulatory acceptance

TG

TG

T

|IATA

TG

A guidance document on the

Evaluation and Application of

Integrated Approaches to Testing
and Assessment (IATA)

AOP: Adverse

Outcome Pathway TG: Test Guideline
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AOP for skin sensitization developed by OECD

Molecular Cellular Response Organ Response Crganism Response
Imitiatimg Event

Dendritic cells (DCs)

Chemical
Structure &

Froperties

Lymiph node

Skin [epidermis)

Induction of inflarmmatory
cytokines and surface

Metabalism
Fenetration

Covalant

molecules
Mlobilzaton of DCs

*Histocompatibility
complezes

Inflammaticn upon
challenge with

intaraction presentation by DCs i
_.u__ """”: 'T'*"* -Activation of T cells allergen
protein He.ratinﬂ.nyrte.ﬁl ‘ﬂ- Proliferation of
. activated T-cells
Electrophilic
[ substance ] é}L % -Activation of inflammatary ¢
cytokines
sImduction cyto-protective
gene pathways k" "J
DCs
DPRA H-CLAT, Local Lymph Maximization
?
JILERTE, Node assay or Buehler

IL-8 Luc assay?

(LLNA) test using

guinea pig

Keratinocytes
KeratinoSense
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ToxCast & Tox21 Chemical Inventories

Available for download at: http://www.epa.gov/ncct/dsstox/

A
so0_l TOXCast
Large coverage of:
m e chemical structure
? g = * phys. chem. property
2 g__ti g__us) * use-category space
1 | & Q « toxicity AOPs
60 EDSP21
TOX21’
>
| | | |
311 1060 1860 # Cmpds 3300

Pesticides, cosmetics and personal care products, fragrances, antimicrobiald additives,
failed drugs,chemicalsof concern & green alternativesndustrial HPV &PV, reference
compounds (endocrine, repraevtox, etc.) 41
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Seurat-1 Research Initiative

First step in long term
goal : ,Towards the
replacement of in vivo
repeated dose
systemic toxicity
testing"

« Joint funding by the
European Commission
and a specific
industrial sector
(cosmetics industry /
Colipa)

€ 25 million EC &
€ 25 million Colipa

OBJECTIVES

Development of an innovative
concept for repeated dose
systemic toxicity testing.

¢ Proof of concept for a future full

implementation of a mode-of-
action strategy.

¢ Development of innovative

testing methods more
predictive than existing testing
procedures.

More information and access to SEURAT-1 Annual Report : www.seurat-1.eu
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The Building Blocks

of SEURAT-1

Call

«FP7-health-2010
Alternative Testing »

Computer
modelling &

estimation
. techniques

\

Integrated
data

anylysis and
servicing

o

Systems

biology /

RS

Coordination

action

Human
based
specific
target cell
N

4

Human
based organ

1 simulating
5 device
RN

Endpoints &
markers

Projects

¢ smos NOTOX

ToxBank

o

Towards the replacement of in vivo repeated dose systemic toxicity

testing

SCR&Tox: Stem cell differentiation for providing human-based organ specific target cells

HeMiBio: Development of a hepatic microfluidic bioreactor

DETECTIVE: Identification and investigation of human biomarkers

COSMOS: Delivery of computational tools to predict the effects of chemicals based on in silico calculations and

estimation techniques

NOTOX: Development of systems biological tools for organotypic human cell cultures

ToxBank: Supporting integrated data analysis and servicing of alternative testing methods in toxicology



Japanese project:
ARCH-Tox

Supported by MET]

Tox-Omics

New
Biomarker

-~

Hepatotoxicity

A
S?y\ y

Nephrotoxicity
> —t

Gene expression

N
\\ analysis

Tox-in Vitro

=

Development of
ulti-color system

/ Cell Culture system

®Speedily

®Low cost

®High specificity
®High—throughput

\_

~

Screening

Neurotoxicity

Brain
@
. More zfmother
testings:
Prediction carninogenicity,
system

Long repated
dose testing, etc.

/
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Cardiomyocytes

Naneg . . . | ' ' :
-- Differentiation ot et
bd

iPS cells Beating EB

Monolayer sheet

Electrophysiological characterization of cardiomyocytes

» Action potential recording from single cells

> Field potential recording ."”

/Can be they used for ........
? Evaluation of QT prolongation/TdP

. ? Comparison with hERG test
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Japanese Center for the Validation of Alternative Methods

Office . New Testing Method Asseszment, Division of Pharmacology,

CUAM Mational Biological Safety Research Center (NBSRC),
Mational Institute of Health Sciences (MIHS)

B&E - - English {,:L‘.'xﬂlt" Search | www @ jacam.jp

S — < ~’ ~

About JaCVAM Update on JaCVARM Academic activities Submission of Alternative  International Cooperation

/2 > D S Jethods to GV
fENEREEdD L) M ED VLT
BT Hios — d -
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)

Replacement {of an animal test with one that uses non-animal systems or phylo-genetically

lower snecies
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