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The Preamble to the !ARC Monographs describes the objective and scope of the 
programme, the scientific principles and procedures used in developing a Monograph, 
the types of evidence considered and the scientific criteria that guide the evaluations. 
The Preamble should be consulted when reading a Monograph or list of evaluations. 

8 A. GENERAL PRINCIPLES AND PROCEDURES 

9 1. Background 
10 Soon after IARC was established in 1965, it received frequent requests for advice on the 
11 carcinogenic risk of chemicals, including requests for lists of known and suspected human 
12 carcinogens. It was clear that it would not be a simple task to summarize adequately the 
13 complexity of the information that was available, and IARC began to consider means of 
14 obtaining international expert opinion on this topic. In 1970, the IARC Advisory Committee 
15 on Environmental Carcinogenesis recommended ' ... that a compendium on carcinogenic 
16 chemicals be prepared by experts. The biological activity and evaluation of practical 
17 importance to public health should be referenced and documented.' The IARC Governing 
18 Council adopted a resolution concerning the role of IARC in providing government 
19 authorities with expert, independent, scientific opinion on environmental carcinogenesis. As 
20 one means to that end, the Governing Council recommended that IARC should prepare 
21 monographs on the evaluation of carcinogenic risk of chemicals to man, which became the 
22 initial title of the series. 

23 In the succeeding years, the scope of the programme broadened as Monographs were 
24 developed for groups of related chemicals, complex mixtures, occupational exposures, 
25 physical and biological agents and lifestyle factors. In 1988, the phrase 'of chemicals' was 
26 dropped from the title, which assumed its present form, !ARC Monographs on the Evaluation 
27 of Carcinogenic Risks to Humans. 

28 Through the Monographs programme, IARC seeks to identify the causes of human 
29 cancer. This is the first step in cancer prevention, which is needed as much today as when 
30 !ARC was established. The global burden of cancer is high and continues to increase: the 
31 annual number of new cases was estimated at 10.1 million in 2000 and is expected to reach 
32 15 million by 2020 (Stewart & Kleihues, 2003). With current trends in demographics and 
33 exposure, the cancer burden has been shifting from high-resource countries to low- and 
34 medium-resource countries. As a result of Monographs evaluations, national health agencies 
35 have been able, on scientific grounds, to take measures to reduce human exposure to 
36 carcinogens in the workplace and in the environment. 

37 The criteria established in 1971 to evaluate carcinogenic risks to humans were adopted by 
38 the Working Groups whose deliberations resulted in the first 16 volumes of the Monographs 
39 series. Those criteria were subsequently updated by further ad-hoc Advisory Groups (!ARC, 
40 1977, 1978, 1979, 1982, 1983, 1987, 1988, 1991; Vainio et al., 1992; IARC, 2005, 2006). 

41 The Preamble is primarily a statement of scientific principles, rather than a specification 
42 of working procedures. The procedures through which a Working Group implements these 
43 principles are not specified in detail. They usually involve operations that have been 
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established as being effective during previous Monograph meetings but remain, 
predominantly, the prerogative of each individual Working Group. 

2. Objective and scope 
The objective of the programme is to prepare, with the help of international Working 

Groups of experts, and to publish in the form of Monographs, critical reviews and evaluations 
of evidence on the carcinogenicity of a wide range of human exposures. The Monographs 
represent the first step in carcinogen risk assessment, which involves examination of all 
relevant information in order to assess the strength of the available evidence that an agent 
could alter the age-specific incidence of cancer in humans. The Monographs may also 
indicate where additional research efforts are needed, specifically when data immediately 
relevant to an evaluation are not available. 

In this Preamble, the term 'agent' refers to any entity or circumstance that is subject to 
evaluation in a Monograph. As the scope of the programme has broadened, categories of 
agents now include specific chemicals, groups of related chemicals, complex mixtures, 
occupational or environmental exposures, cultural or behavioural practices, biological 
organisms and physical agents. This list of categories may expand as causation of, and 
susceptibility to, malignant disease become more fully understood. 

A cancer 'hazard' is an agent that is capable of causing cancer under some circumstances, 
while a cancer 'risk' is an estimate of the carcinogenic effects expected from exposure to a 
cancer hazard. The Monographs are an exercise in evaluating cancer hazards, despite the 
historical presence of the word 'risks' in the title. The distinction between hazard and risk is 
important, and the Monographs identify cancer hazards even when risks are very low at 
current exposure levels, because new uses or unforeseen exposures could engender risks that 
are significantly higher. 

In the Monographs, an agent is termed 'carcinogenic' if it is capable of increasing the 
incidence of malignant neoplasms, reducing their latency, or increasing their severity or 
multiplicity. The induction of benign neoplasms may in some circumstances (see Part B, 
Section 3a) contribute to the judgement that the agent is carcinogenic. The terms 'neoplasm' 
and 'tumour' are used interchangeably. 

The Preamble continues the previous usage of the phrase 'strength of evidence' as a 
matter of historical continuity, although it should be understood that Monographs evaluations 
consider studies that support a finding of a cancer hazard as well as studies that do not. 

Some epidemiological and experimental studies indicate that different agents may act at 
different stages in the carcinogenic process, and several different mechanisms may be 
involved. The aim of the Monographs has been, from their inception, to evaluate evidence of 
carcinogenicity at any stage in the carcinogenesis process, independently of the underlying 
mechanisms. Information on mechanisms may, however, be used in making the overall 
evaluation (IARC1 1991; Vainio et al., 1992; !ARC, 2005, 2006; see also Part B, Sections 4 
and 6). As mechanisms of carcinogenesis are elucidated, IARC convenes international 
scientific conferences to determine whether a broad-based consensus has emerged on how 
specific mechanistic data can be used in an evaluation of human carcinogenicity. The results 
of such conferences are reported in IARC Scientific Publications, which, as long as they still 
reflect the current state of scientific knowledge, may guide subsequent Working Groups. 

Although the Monographs have emphasized hazard identification, important issues may 
also involve dose-response assessment. In many cases, the same epidemiological and 
experimental studies used to evaluate a cancer hazard can also be used to estimate a dose- 
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response relationship. A Monograph may undertake to estimate dose-response relationships 
within the range of the available epidemiological data, or it may compare the dose-response 
information from experimental and epidemiological studies. In some cases, a subsequent 
publication may be prepared by a separate Working Group with expertise in quantitative 
dose-response assessment. 

The Monographs are used by national and international authorities to make risk 
assessments, formulate decisions concerning preventive measures, provide effective cancer 
control programmes and decide among alternative options for public health decisions. The 
evaluations of IARC Working Groups are scientific, qualitative judgements on the evidence 
for or against carcinogenicity provided by the available data. These evaluations represent 
only one part of the body of information on which public health decisions may be based. 
Public health options vary from one situation to another and from country to country and 
relate to many factors, including different socioeconomic and national priorities. Therefore, 
no recommendation is given with regard to regulation or legislation, which are the 
responsibility of individual governments or other international organizations. 

3. Selection of agents for review 
Agents are selected for review on the basis of two main criteria: (a) there is evidence of 

human exposure and (b) there is some evidence or suspicion of carcinogenicity. Mixed 
exposures may occur in occupational and environmental settings and as a result of individual 
and cultural habits (such as tobacco smoking and dietary practices). Chemical analogues and 
compounds with biological or physical characteristics similar to those of suspected 
carcinogens may also be considered, even in the absence of data on a possible carcinogenic 
effect in humans or experimental animals. 

The scientific literature is surveyed for published data relevant to an assessment of 
carcinogenicity. Ad-hoc Advisory Groups convened by IARC in 1984, 1989, 1991, 1993, 
1998 and 2003 made recommendations as to which agents should be evaluated in the 
Monographs series. Recent recommendations are available on the Monographs programme 
website (http://monographs.iarc.fr). IARC may schedule other agents for review as it 
becomes aware of new scientific information or as national health agencies identify an urgent 
public health need related to cancer. 

As significant new data become available on an agent for which a Monograph exists, a re­ 
evaluation may be made at a subsequent meeting, and a new Monograph published. In some 
cases it may be appropriate to review only the data published since a prior evaluation. This 
can be useful for updating a database, reviewing new data to resolve a previously open 
question or identifying new tumour sites associated with a carcinogenic agent. Major changes 
in an evaluation (e.g. a new classification in Group 1 or a determination that a mechanism 
does not operate in humans, see Part B, Section 6) are more appropriately addressed by a full 
review. 

4. Data for the Monographs 
Each Monograph reviews all pertinent epidemiological studies and cancer bioassays in 

experimental animals. Those judged inadequate or irrelevant to the evaluation may be cited 
but not summarized. If a group of similar studies is not reviewed, the reasons are indicated. 

Mechanistic and other relevant data are also reviewed. A Monograph does not necessarily 
cite all the mechanistic literature concerning the agent being evaluated (see Part B, Section 
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4). Only those data considered by the Working Group to be relevant to making the evaluation 
are included. 

With regard to epidemiological studies, cancer bioassays, and mechanistic and other 
relevant data, only reports that have been published or accepted for publication in the openly 
available scientific literature are reviewed. The same publication requirement applies to 
studies originating from IARC, including meta-analyses or pooled analyses commissioned by 
IARC in advance of a meeting (see Part B, Section 2c). Data from government agency reports 
that are publicly available are also considered. Exceptionally, doctoral theses and other 
material that are in their final form and publicly available may be reviewed. 

Exposure data and other information on an agent under consideration are also reviewed. 
In the sections on chemical and physical properties, on analysis, on production and use and 
on occurrence, published and unpublished sources of information may be considered. 

Inclusion of a study does not imply acceptance of the adequacy of the study design or of 
the analysis and interpretation of the results, and limitations are clearly outlined in square 
brackets at the end of each study description (see Part B). The reasons for not giving further 
consideration to an individual study also are indicated in the square brackets. 

5. Meeting participants 
Five categories of participant can be present at Monograph meetings. 

(a) The Working Group is responsible for the critical reviews and evaluations that are 
developed during the meeting. The tasks of Working Group Members are: (i) to ascertain that 
all appropriate data have been collected; (ii) to select the data relevant for the evaluation on 
the basis of scientific merit; (iii) to prepare accurate summaries of the data to enable the 
reader to follow the reasoning of the Working Group; (iv) to evaluate the results of 
epidemiological and experimental studies on cancer; (v) to evaluate data relevant to the 
understanding of mechanisms of carcinogenesis; and (vi) to make an overall evaluation of the 
carcinogenicity of the exposure to humans. Working Group Members generally have 
published significant research related to the carcinogenicity of the agents being reviewed, and 
IARC uses literature searches to identify most experts. Working Group Members are selected 
on the basis of (a) knowledge and experience and (b) absence of real or apparent conflicts of 
interests. Consideration is also given to demographic diversity and balance of scientific 
findings and views. 

(b) Invited Specialists are experts who also have critical knowledge and experience but 
have a real or apparent conflict of interests. These experts are invited when necessary to assist 
in the Working Group by contributing their unique knowledge and experience during 
subgroup and plenary discussions. They may also contribute text on non-influential issues in 
the section on exposure, such as a general description of data on production and use (see Part 
B, Section 1 ). Invited Specialists do not serve as meeting chair or subgroup chair, draft text 
that pertains to the description or interpretation of cancer data, or participate in the 
evaluations. 

( c) Representatives of national and international health agencies often attend meetings 
because their agencies sponsor the programme or are interested in the subject of a meeting. 
Representatives do not serve as meeting chair or subgroup chair, draft any part of a 
Monograph, or participate in the evaluations. 

(d) Observers with relevant scientific credentials may be admitted to a meeting by IARC 
in limited numbers. Attention will be given to achieving a balance of Observers from 
constituencies with differing perspectives. They are invited to observe the meeting and 
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1 should not attempt to influence it. Observers do not serve as meeting chair or subgroup chair, 
2 draft any part of a Monograph, or participate in the evaluations. At the meeting, the meeting 
3 chair and subgroup chairs may grant Observers an opportunity to speak, generally after they 
4 have observed a discussion. Observers agree to respect the Guidelines for Observers at IARC 
5 Monographs meetings (available at http://monographs.iarc.fr). 

6 (e) The IARC Secretariat consists of scientists who are designated by IARC and who 
7 have relevant expertise. They serve as rapporteurs and participate in all discussions. When 
8 requested by the meeting chair or subgroup chair, they may also draft text or prepare tables 
9 and analyses. 

IO Before an invitation is extended, each potential participant, including the IARC 
11 · Secretariat, completes the WHO Declaration of Interests to report financial interests, 
I 2 employment and consulting, and individual and institutional research support related to the 
13 subject of the meeting. IARC assesses these interests to determine whether there is a conflict 
I 4 that warrants some limitation on participation. The declarations are updated and reviewed 
I 5 again at the opening of the meeting. Interests related to the subject of the meeting are 
16 disclosed to the meeting participants and in the published volume (Cogliano et al., 2004). 

17 The names and principal affiliations of participants are available on the Monographs 
18 programme website (http://monographs.iarc.fr) approximately two months before each 
19 meeting. It is not acceptable for Observers or third parties to contact other participants before 
20 a meeting or to lobby them at any time. Meeting participants are asked to report all such 
21 contacts to IARC (Cogliano et al., 2005). 
22 All participants are listed, with their principal affiliations, at the beginning of each 
23 volume. Each participant who is a Member of a Working Group serves as an individual 
24 scientist and not as a representative of any organization, government or industry. 

'· 

25 6. Working procedures 
26 A separate Working Group is responsible for developing each volume of Monographs. A 
27 volume contains one or more Monographs, which can cover either a single agent or several 
28 related agents. Approximately one year in advance of the meeting of a Working Group, the 
29 agents to be reviewed are announced on the Monographs programme website 
30 (http://monographs.iarc.fr) and participants are selected by IARC staff in consultation with 
31 other experts. Subsequently, relevant biological and epidemiological data are collected by 
32 IARC from recognized sources of information on carcinogenesis, including data storage and 
33 retrieval systems such as PubMed. Meeting participants who are asked to prepare preliminary 
34 working papers for specific sections are expected to supplement the IARC literature searches 
3 5 with their own searches. 

36 Industrial associations, labour unions and other knowledgeable organizations may be 
37 asked to provide input to the sections on production and use, although this involvement is not 
38 required as a general rule. Information on production and trade is obtained from 
39 governmental, trade and market research publications and, in some cases, by direct contact 
40 with industries. Separate production data on some agents may not be available for a variety of 
41 reasons ( e.g. not collected or made public in all producing countries, production is small). 
42 Information on uses may be obtained from published sources but is often complemented by 
43 direct contact with manufacturers. Efforts are made to supplement this information with data 
44 from other national and international sources. 


