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Abstract
In November 2005, the Japanese Center for the Validation of Alternative Methods (JaCVAM) was established 
as part of the Division of Pharmacology at the National Center for Biological Safety and Research, affiliated 
with the National Institute of Health Sciences (NIHS) in Japan. The key objectives of JaCVAM are: 1) to 
ensure that new or revised test methods are validated, peer reviewed, and officially accepted by regulatory 
agencies, and 2) to expand international cooperation on alternatives to animal testing. This paper describes in 
further detail JaCVAM's current activities and future direction.
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1. Introduction
In November 2005, the Japanese Center for the 

Validation of Alternative Methods (JaCVAM) was 
established as part of the Division of Pharmacology 
at the National Center for Biological Safety and 
Research, affiliated with the National Institute of 
Health Sciences (NIHS) in Japan. One mission of 
JaCVAM is to promote practice of the 3Rs (Reduction, 
Refinement and Replacement) in the area of animal 
testing, with Reduction and Replacement prioritized 
in Japan. Key objectives of JaCVAM are: 1) to ensure 
that new or revised test methods are validated, peer 
reviewed, and officially accepted by the regulatory 
agencies, and 2) to expand international cooperation 
on alternatives to animal testing. The main activities 
of JaCVAM will focus on the following missions 
and objectives: 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; and 3) promotion of the 3Rs 
and 4) working to promote international partnership 
surrounding the issue of alternative methods. 

2. Organization of JaCVAM and supporting 
groups

JaCVAM has five members: a director, Dr. Hajime 
Kojima; a visiting researcher, Dr. Mitsuteru Masuda; 
a researcher, Miss Shoko Arai; and two secretaries. 
Though JaCVAM is a small organization, it is 
supported by several groups, as shown in Fig. 1. 
Firstly, JaCVAM has its own steering committee, 
which is charge of JaCVAM act ivi t ies . This 
committee is comprised of six members: Dr. Toru 

Inoue (Chair: Director of the National Center for 
Biological Safety and Research in NIHS), Dr. Yasuo 
Ohno (Vice President of NIHS, and a founder of 
JaCVAM), Dr. Kenichi Nakazawa (Head of the 
Division of Pharmacology), Dr. Mitsuteru Masuda 
(JaCVAM), Dr. Hiroshi Itagaki (Shiseido Co., 
Ltd., President of Japanese Society for Alternative 
to Animal Experiments: JSAAE) and Dr. Hajime 
Kojima (JaCVAM). 

The roles of the JaCVAM steering committee are:
u To prepare the validation or peer review 

process of new or revised test methods.
u To evaluate international cooperation.
u To select advisory board members.
u To select peer review panel members.
u To select regulatory acceptance board 

members.
u To consult with NIHS support members.
u To check JaCVAM plans and reports.

Secondly, JaCVAM (and its steering committee) 
have an advisory board which monitors its activities. 
This board is comprised of eight members, including 
one dermatologist and other individuals belonging to 
the Japanese Society of Toxicology (JST), the Japanese 
Association for Laboratory Animal Science, the 
Japanese Society for Alternative Animal Experiments 
(JSAAE), the Japanese Pharmaceutical Manufacturers 
Association (JPMA), the Japanese Cosmetic Industry 
Association (JCIA), the Ministry of Health, Labour 
and Welfare (MHLW), and the Animal Welfare 
Network. These members are reelected every two 
years. The meeting of the advisory board is held at 
NIHS twice per year. JaCVAM reports on its activities 
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and future programs to board members, and in return 
receives advice on JaCVAM's methods of operation.

Thirdly, JaCVAM is supported financially by the 
MHLW. The specific source of funding for JaCVAM's 
development and validation of alternative methods is 
the MHLW's Government Pension Investment Fund. 

Finally, many laboratories at the NIHS, as 
shown in Fig. 2, assist the JaCVAM with scientific 
consultations. NIHS conducts research on the quality, 
safety, and efficacy of pharmaceutical products, 
foods, and chemicals in the environment. JaCVAM 
benefits from the large number of specialists working 
at the NIHS. 

3. Organization for validation studies
In Japan, new or revised test methods that are 

recommended by domestic researchers or developers 
are validated by an applied science society like 
the JSAAE, the Japanese Environmental Mutagen 
Society (JEMS), or the Japanese Society for 
Dermatoallergology and Contact Dermatitis (JSDCD). 
A Validation Management Team, which consists 
of researcher of a particular toxicity, a specialist 
on validation studies, a biostatistician, and a study 
manager from each participating laboratory, validates 
the repeatability and reliability of the new or revised 

method according to OECD Guidance No.34 
(OECD,2005) and the National Institute Health (NIH) 
report (ICCVAM, 1997). JaCVAM participates in 
this process as a specialist in validation studies, and 
is responsible for selecting participating laboratories, 
managing test materials (initial selection, blinding of 
test substances, and distribution to each laboratory), 
managing data (data sheet preparation and data 
collection) and providing financial support. The above 
details are illustrated graphically in Fig. 3.

4. Organization for peer review and regulatory 
acceptance

 As shown in Fig. 4, JaCVAM has a framework for 
peer review and regulatory acceptance of alternative 
methods. After JaCVAM has received a request 
for peer review from a researcher or developer, the 
JaCVAM steering committee meets to deliberate on 
the proposal methods; this should take no longer than 
three months. Upon the receipt of permission for peer 
review, JaCVAM organizes the oversight committee 
in order to evaluate a new test method. The roles of 
this ad hoc committee are to collect references on the 
toxicity involved in a new test method, to prepare 
a draft report, to propose a new validation study, 
and to provide advice on further research related to 
the proposed test method. Based on the report and 

Fig. 2. NIHS Support System

Fig. 1. Organization of JaCVAM

Fig. 3. Framework for Validating Alternative Methods

Fig. 4. Framework for Peer Review and Regulatory Acceptance 
of Alternative Methods
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references prepared by the oversight committee, 
a peer review panel evaluates a new or revised 
test method. The roles of this ad hoc panel consist 
of the principles and criteria as laid out in OECD 
guideline No. 34. The members of the oversight 
committee and the peer review panel assigned to 
evaluate a new test method are selected by the 
JaCVAM steering committee. They include five or 
six specialists selected from academia, industry, the 
JaCVAM regulatory acceptance board, and the NIHS 
supporting system. 

JaCVAM and its steering committee have a 
regulatory acceptance board for new or revised 
methods. This board is comprised of ten members 
who are either biostatisticians or dermatologists or 
who are delegates of JST, JSAAE, JPMA, JCIA, 
the Pharmaceuticals and Medical Devices Agency 
(PMDA), or the NIHS. These members are reelected 
every two years. The meeting of this board is held at 
the NIHS on a case-by-case basis if necessary. This 
board reviews new or revised test methods based on 
the reports of the peer review panel and prepares a 
report and statement on the test method for regulatory 
agency.

5. International coordination
Significant progress has been made in validating 

alternatives to animal testing in collaboration with 
international organizations. Particularly important 
is the JaCVAM cooperation with the European 
Center for the Validation of Alternative Methods 
(ECVAM), and NICEATM (NTP Interagency Center 
for the Evaluation of Alternative Toxicological 
Methods)/ICCVAM (Interagency Coordinating 
Committee on the Validation of Alternative Methods).
These three centers are closely united and this may 
increase international cooperation. Together, our 
three organizations validated and peer reviewed a 
new test method which has been approved by OECD 
guidelines. 

6. Conclusion
JaCVAM is currently coordinating validation 

studies and peer review for several test methods 
(shown in Table 1). Most of the test methods are to be 
used in the safety assessment of cosmetic products. 
JaCVAM's goals are to facilitate the validation of 
alternative methods with domestically developed 
test methods and to conduct peer review of these and 
internationally certified test methods, and promote 
practice of the 3Rs in the area of animal testing to 
accomplish our mission. 
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