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FOREWORD

Harmonization Project Documents are a family of publications by the World Health 
Organization (WHO) under the umbrella of the International Programme on Chemical Safety 
(IPCS) (WHO/ILO/UNEP). Harmonization Project Documents complement the Environmen-
tal Health Criteria (EHC) methodology (yellow cover) series of documents as authoritative 
documents on methods for the risk assessment of chemicals. 

The main impetus for the current coordinated international, regional, and national efforts on 
the assessment and management of hazardous chemicals arose from the 1992 United Nations 
Conference on Environment and Development (UNCED). UNCED Agenda 21, Chapter 19, 
provides the “blueprint” for the environmentally sound management of toxic chemicals. This 
commitment by governments was reconfirmed at the 2002 World Summit on Sustainable 
Development and in 2006 in the Strategic Approach to International Chemicals Management 
(SAICM). The IPCS project on the Harmonization of Approaches to the Assessment of Risk 
from Exposure to Chemicals (Harmonization Project) is conducted under Agenda 21, Chapter 
19, and contributes to the implementation of SAICM. In particular, the project addresses the 
SAICM objective on Risk Reduction and the SAICM Global Plan of Action activity to 
“Develop and use new and harmonized methods for risk assessment”. 

The IPCS Harmonization Project goal is to improve chemical risk assessment globally, 
through the pursuit of common principles and approaches, and, hence, strengthen national 
and international management practices that deliver better protection of human health and 
the environment within the framework of sustainability. The Harmonization Project aims to 
harmonize global approaches to chemical risk assessment, including by developing 
international guidance documents on specific issues. The guidance is intended for adoption 
and use in countries and by international bodies in the performance of chemical risk 
assessments. The guidance is developed by engaging experts worldwide. The project has 
been implemented using a stepwise approach, first sharing information and increasing 
understanding of methods and practices used by various countries, identifying areas where 
convergence of different approaches would be beneficial, and then developing guidance that 
enables implementation of harmonized approaches. The project uses a building block 
approach, focusing at any one time on the aspects of risk assessment that are particularly 
important for harmonization. 

The project enables risk assessments (or components thereof) to be performed using inter-
nationally accepted methods, and these assessments can then be shared to avoid duplication 
and optimize use of valuable resources for risk management. It also promotes sound science 
as a basis for risk management decisions, promotes transparency in risk assessment, and 
reduces unnecessary testing of chemicals. Advances in scientific knowledge can be translated 
into new harmonized methods.  

This ongoing project is overseen by a geographically representative Harmonization Project 
Steering Committee and a number of ad hoc Working Groups that manage the detailed work. 
Finalization of documents includes a rigorous process of international peer review and public 
comment.
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PREFACE

Following publication of the International Programme on Chemical Safety (IPCS) 
Conceptual Framework for Evaluating a Mode of Action for Chemical Carcinogenesis (in 
animals),1 an IPCS Cancer Working Group convened on 3–5 March 2004 in Arlington, 
Virginia, USA. The working group agreed that the issue of human relevance of animal 
tumours should be further explored with the goal of developing a unified IPCS Human 
Relevance Framework for use of mode of action information in risk assessment for regulatory 
and other purposes, and it provided initial guidance for this task. The members of this 
working group, including secretariat support and a representative of the Organisation for 
Economic Co-operation and Development, were as follows: 

Professor Hermann Bolt, Institut für Arbeitsphysiologie, Germany  
Professor Alan R. Boobis, Department of Health Toxicology Unit, Imperial College 

London, United Kingdom
Dr John Bucher, National Institute of Environmental Health Sciences, USA  
Dr Vincent Cogliano, Unit of Carcinogen Identification and Evaluation, International 

Agency for Research on Cancer, France  
Dr Samuel M. Cohen, Pathology and Microbiology, Havlik-Wall Professor of Oncology, 

University of Nebraska Medical Center, USA
Dr William Farland, Office of Research and Development, Environmental Protection 

Agency, USA  
Dr Jun Kanno, Division of Cellular & Molecular Toxicology, National Institute of 

Health Sciences, Japan
Dr Lois D. Lehman-McKeeman, Bristol-Myers Squibb, USA  
Ms Bette Meek, Environmental Health Centre, Health Canada, Canada 
Ms Laurence Musset, Environment, Health and Safety Division, Organisation for 

Economic Co-operation and Development, France
Dr Jerry Rice, Consultant, USA
Ms Cindy Sonich-Mullin, International Programme on Chemical Safety, World Health 

Organization, USA
Ms Carolyn Vickers, International Programme on Chemical Safety, World Health 

Organization, Switzerland
Ms Deborah Willcocks, Existing Chemicals, National Industrial Chemicals Notification 

and Assessment Scheme (NICNAS), Australia  

Extending the Mode of Action Framework to include consideration of human relevance, 
taking into account guidance from the Arlington meeting, was the subject of an IPCS 
international workshop convened in Bradford, United Kingdom, from 21 to 23 April 2005. 
This workshop prepared draft text for an IPCS Human Relevance Framework, including 
updating the 2001 Mode of Action Framework. The workshop participants, including 

1 Sonich-Mullin C, Fielder R, Wiltse J, Baetcke K, Dempsey J, Fenner-Crisp P, Grant D, Hartley M, Knaap A, 
Kroese D, Mangelsdorf I, Meek E, Rice J, Younes M (2001) IPCS conceptual framework for evaluating a mode 
of action for chemical carcinogenesis. Regulatory Toxicology and Pharmacology, 34:146–152. 
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