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® Online availability since 29t October 2006
® Protocols for alternative methods

® Continuously extended data collections for all toxicological
areas

® Extension to computational toxicology
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What you can expect from ECVAM

+ Coaching of the development of alternatives, not
the development itself

« (Pre-)Validation in international collaborative
studies

« Support for regulatory acceptance
* International harmonization
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JaCVAM (The Japanese Centre for the
Validation of Alternative Methods)
Mission and Organisation

Hajime Kojima,
JaCVAM, NIHS

Establishment of JaCVAM

Date November, 2005

Affiliation  National Institute of Health
Sciences (NIHS) , National
Center for Biological Safety
and Research, Div. of

Pharmacology
Founder Yasuo Ohno (NIHS)
Director Hajime Kojima
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JaCVAM Mission

1) coordination of peer review and regulatory
acceptance of new and revised test methods

2) support of validation work for new and revised test
methods;
3) promotion of the 3Rs

4) working to promote international partnership
surrounding the issue of alternative methods.

Research

Development
|

l Pre-validation l

[ Validation ]

Peer Review

Implementation

By OECD Guidance DocumentNo.34




Organization of JaCVAM

r
| Advisory Board
Regulator{, Research
JaCVAM «— Inst., Industry,
Academy and Citizens

JaCVAM Steering Committee

Consultation / Support Financial support
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Repo

NIHS supporting Group
Regulatory Agencies

Members of Steering Committee
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Organization of JaCVAM

Advisory Board
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JaCVAM
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Repo

NIHS support system

Regulatory Agencies

JaCVAM Support System
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Framework to Validate Alternative Methods

Researcher or

Developer,
Peer Review Panel

Science Association (JSAAE etc) or
— International Organization

Support Cooperation
Propose

JaCVAM
Coordinator

Science Association

Validation Management Team

Specialist of validation team:
Researcher, biostatistcian

‘ ] Statement
JaCvVAM ‘ A

Regulatory Agencies

| JaCVAM Steering committee
Reports

Establish Establish

Oversight Committee

Specialist of validation team:

Researcher, biostatistician

Regulatory Acceptance Board

Specialist of validation,
Researcher, biostatistician

I Reports

Peer Review Panel

Specialist of validation,
Researcher, biostatistician

Framework for Peer Review and Regulatory
Acceptance of Alternative Methods




Framework for Support for International Cooperation

L

CVAM (Center for the Validation Methods)

ICCVAM

JaCVAM

j JaCVAM steering committe

.

(o) Sy e (o
Specialist system

NIHS support

Current validation and peer review
correlated by JaCvVAM

Division Method Current activities
- Peer Review in
Photoxicity Yeast-RBC progress
Skin Peer Review in
sensitization LLNA-DA progress
Validation in
LLNA-BrduU progress
h-CLAT Planning
Regulatory
Corrosivity Culture model acceptance in
progress

Skin irritation

Culture model

Planning on Peer
Review

Endocrine
disrupter

Lumi-cell, CER-
estrogen reporter
assay

Validation in
progress

Mutagenicity

Comet assay (in
vivo or in vitro)

Validation in
progress
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On-going projects related to mammalian tests
+ 4.1: Development of the ATC method as

alternative to TG 403

« 4.5: New TG for in vitro SHE Cell

Transformation Assay

+ 4.6: Development of a DRP on Transgenic

Mice

4.7: New Test Guideline (487) In vitro
Micronucleus Test

+ 4.8: Development of a Guidance

Document on Reproductive Toxicity
Testing and Assessment

= 4.10: Revision of Test Guideline 417 on

.

Toxicokinetics

4.11: Revision of TG 412: Repeat Dose
Inhalation Toxicity

4.12: Development of a Guidance
Document on Acute Inhalation Toxicity
4.13: New Guideline on Transgenic Rodent
in vivo Gene Mutation Assays

4.16: EDTA Special Activity: Development
of a Background Review Document to
Support the Hershberger Assay

4.17. New TG 426: Developmental
Neurotoxicity Testing

4.18: Development of a Guidance
Document on Dose Selection in Life-Span
Bioassays

« 4.19: Revision of TG 451, 452, and 453
on Chronic Toxicity and Carcinogenicity
4.22: EDTA Special Activity: Validation
of the Hershberger Assay: Juvenile Male
Model

4.23: EDTA Special Activity: Validation
of the Updated TG 407

4.24: EDTA Activity: Update of TG 407
4.25: EDTA Activity: New TG for the
Hershberger Assay

4.26: Cell Transformation Assay using
Balb/c 3T3 cell line

4.27: Guidance Document for a single
dose study for the derivation of an Acute
Reference

4.28: Extended 1 Generation
Reproductive Toxicity Study

4.29: EDTA Activity: New TG/ Stably
Transfected Transcriptional Activation
Assay

5.2: EDTA Special Activity: Development
of a DRP on Non-Animal Assays for
Metabolism Assessment

5.3: EDTA Special Activity; Information
Exchange on (Q)SAR Methods for ED
Assessment

.
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New projects to be discussed
April 2

+ Stably Transfected Transcriptional
Activation (TA) Assay for Detection of
Androgenic and Anti-Androgenic Activity
of Chemicals

Stably Transfected Transcriptional
Activation (TA) Assay for Detection of
Anti-Estrogenic Activity of Chemicals
Comet Assay in Genotoxicity Testing
Development of a Test Guideline and
associated Guidance document for
assessing Residues in Processed
Commodities: Magnitude of the
Residues in Processed Commaodities
Development of Test Guideline and
associated Guidance document for Field
Crop Trials

Guidance Document on the Evaluation
of the Efficacy of Antimicrobial treated
Articles with Claims for External Effects
New Guideline for Bioaccumulation: Soil
Test using Terrestrial Oligochaetes
Chironomid Life-Cycle Toxicity Test

21 day female Stickleback Endocrine
Screening Assay

Fish Short-term Reproduction Assay

at the 20th WNT meeting in
008

« Fish Testing Framework

+ Detailed Review Paper on Mollusc Life-
Cycle Toxicity Testing

Revision of the OECD 305 Guideline,
including new guidance on the
conductlon of fish dietary
baoaccumulat:on study

Efficacy test methods for swimming
pool and spa pool sanitisers
(disinfectants)

In vitro skin irritation testing with a
human skin model test

Guidance Document on the
Determination of the Toxicity of a Test
Chemical to Dung Beetles
(Scarabaeidae):Onthophagus taurus
and Aphodius constans

Human Recombinant Estrogen
Receptor Alpha Binding Assays
Stably Transfected Transcriptional
Activation Assay for the Detection of
Estrogen Receptor Agonists and
Antagonists

Revision of OECD TG 413 - Subchronic
Inhalation Toxicity: 90-day StuRIAy
ay 1981)

.

(original guideline adopted 12
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