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Today’s Topics

e International Validation studies on-going
e New Validation study in 2008
e Independent Scientific Peer Review;and

Recommendation to Regulatory
Agencies




International
Validation studies
On-going




Steps of in vivo & In Vvitro
Comet Validation Studies

IN VIVO In Vitro
2006.8 Organized VMT
2006.12 Start of Phase |
2007.5 Start of Phase Il
2007.8 Organized VMT
2007.11 Start of Phase |

2008.1 Submission of SPSF to OECD

2008.6 Start of Phase Il

2008.7 Start of"Phase Il

2009.4 Start of Phase IV Start ofyPhase il
(main) (main)




Information for the LUMI-CELL "™ Estrogen
Receptor Assay International Validation Effort

Leader : NICEATM
Labs: Each one lab. From USA, EU and Japan
Steps of this assay: Phase lla study at Japanese Lab. is

¥
|N0w Palypeptides |-l—| Translation I

] Estrogenic Responses I




(@

OEC ORGANISATION FOR ECONOMIC
CO-OPERATION AND DEVELOPMENT

Follow up to the Peer Review of the Stably Transfected
Transcriptional Activation (STTA) Assay and Technical

Issues to be Addressed by the VMG NA 5 |

it
The PRP identified some areas where the eight validation
criteria where not completely met and additional
iInformation should be provided. These included:

1. Criteria for positive responses were unclear and nee
be further elaborated,;

2. Guidance on the criteria for acceptable test pe
was insufficient, and, !

3. The STTA assay can at this point only be useg
estrogen agonist testing and further studies woule
needed if also estrogen antagonists could be testéc

Current status: OECD draft test guideline |



New Validation study In 208




International validation study of
estrogen antagonists in STTA assay

Type Formal validation study
Developer CERI
Coordinator JaCVAM & ECVAM
Support MHLW, METI, ECVAM and
OECD EDTA VMT-NA
Labs. EU, Korea and Japan
(5 laboratories)
Chemicals Fifteen? T
Start June in 2008(step 1) L
August in 2008(step2)  :
October in 2008(step 3) : i

a0 9
log[Conc.(M)] linIC30  LnICso



Cell Transformation Assay using Bhras cells

Type Me-too test of SHE cells assay or
Balb/c 3T3 assay
Developer Food and Drug Safety Center in Japan

Coordinator JaCVAM&ECVAM, NICEATM 3
Support NEDO in Japan '
Labs. Three (International)

Start January in 2009

carcinogen




Validated 2008: Eye Irritation

Method

Type
Developer
Coordinator

Support
Labs.

Chemicals
Start

Cytotoxicity test of Short Time
Exposure (STE) assay using SIRC cells
Formal ;
Kao in Japan

JSAAE (Japanese Society for
Alternative to Animal Experiment
JaCVAM

Five (only Japanese cosmetig
companies) ‘
25 (first step)
June in 2008




Validated 2008: Skin irritation

Method
Type

Developer
Coordinator

Support
Labs.
Chemicals
Start

EPISKIN method

Me-too assay using Japanese 3-
dimensional Epidermal model (LabCy te)
J-TEC .
JSAAE (Japanese Society for Alterng
Animal Experiments) |
JaCVAM

Seven (only Japanese compani
19 (refer to ECVAM performanc_ d
June in 2008 —

tive to



Validated 2008: Skin sensitization

Method N-CLAT using THP-1 cells
Type ~ormal

Developer Kao & Shiseido
Coordinator ECVAM & JaCVAM
Support ECVAM & MHLW

Labs. Three (Internatlonal)

Chemicals Forty?
Start 2009




Independent
Scientific
Peer Review
and
Recommendation
to Regulatory
Agencies




Independent Scientific Peer Review

Cooperation to ICCVAM peer review

Immunotoxicity WG, Ocular Toxicity WG,
Dermal corrosive WG, Acute toxicity WG

These Japanese meetings will be started in a
moment.

1. LLNA-BrdU (Japanese independent)

2. Battery system to predict — '
phototoxicity: Yeast growth |0°@I
.- .?i';ﬁ
000

Inhibition phototoxicity
assay and red blood cell
photohemolysis assay




Shadow Peer Review

These meetings are in progress.
SKin irritation EPISKIN

Ocular irritation BCOP and ICE

These meetings will be started in a momen
Skin sensitization  rLLNA

Pyrogen screening
Acute systemic toxicity



Regulatory acceptance

e Review of alternative to animal testing for
safety evaluation of cosmetic ingredient;

using Qsai-drug
e Review of Japanese 3-dimensional hum
skin models for skin corrosivity tests

e Review of LLNA-DA
(Japanese independent
organization)




Category classification of cosmetic and drug at each country

Cosmetic

From Shiseido




Prevent of breath or - Body odor =0OTC drug | Cosmetic
body odor - Breath odor =Cosmetic

Prevent of breast rash | OTC drug Cosmetic
Hair growth or - Hair growth = OTC drug - Cosmetic
prevent of scurf, + Scurf = OTCdrug | * Hair growth = each
depilatory - depilatory = Cosmetic country law
Colorant Cosmetic Cosmetic
Permanent wave Cosmetic Cosmetic
Prevent of chalk mark,| < Chalk mark = Cosmetic Cosmetic
acne, sunburn « Acne, sunburn = OTC drug

Disinfectant OTC drug Cosmetic
Bath OTC drug Cosmetic

From Shiseido



http://ja.wikipedia.org/wiki/%E7%94%BB%E5%83%8F:Flag_of_Japan.svg
http://upload.wikimedia.org/wikipedia/commons/a/a4/Flag_of_the_United_States.svg
http://upload.wikimedia.org/wikipedia/commons/6/6d/European_flag.svg

Review of alternative to animal testing for

safety evaluation of cosmetic ingredient
using Qsai-drug

This organization has
established in summer 2007.

O )
Regulatory Members:
Task Force Acceptance JaCVAM, JCIA,
Board Dermatologists,
Regulator
-/
Skin SKin
Skin : penetration Eye Photo- Geno- Acute
T Sensi- 0 - - .
irritation . & irritation toxicity toxicity toxicity
tization :
absorption
NS D/ D e U/ R




ICCR & ICATM

JaCVAM demands to work together ICCR &
ICATM as follows.

JaCVAM steering committee, regulatory
acceptance board & advisory board

Regulators of MHLW
Japanese Cosmetic Industry AssociatiQg

Japanese Society for Alternative to Anima
Experiments




Thank you for your attentiof




	JaCVAM�(the Japanese Centre for the Validation of Alternative Methods)�Update
	Today’s Topics
	International �Validation studies�On-going
	Slide Number 4
	Slide Number 5
	Slide Number 6
	New Validation study in 2008
	Slide Number 8
	Slide Number 9
	Slide Number 10
	Slide Number 11
	Validated 2008: Skin sensitization
	Slide Number 13
	Independent Scientific Peer Review
	Slide Number 15
	 Regulatory acceptance 
	Slide Number 17
	Slide Number 18
	Slide Number 19
	ICCR & ICATM
	Thank you for your attention

