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ITEM 1: Apologies for Absence & Announcements

1. Apologies were received from Dr Carolyn Allen, Mrs Rosie Glazebrook and Dr
Lindsay Wright. Apologies were also received from Dr Diane Benford (FSA), who was
represented by Dr David Gott, Mr Paul Holley (Department of Health), who was
represented by Dr Jonathan Graves, Dr Pip Edwards (HPA) and Mr Andrew Smith
(HSE).

2. Members were reminded to declare any interests they may have in an item before
its discussion.

ITEM 2: Minutes of meeting held on 25th November 2010 CC/MIN/2010/2

3. A few edits were made to the minutes in paragraphs 8, 14 and 15.3.

4. For item 3a, it was agreed that though Professor Boobis was not at the meeting, as
he had made written comments, his Declaration of Interest should be stated. This
was that he was a Member of both the Advisory Committee on Pesticides and of the
Toxicology Working Group of the Scientific Panel on Plant Health, Plant Protection
Products and their Residues (PPR) of the European Food Safety Authority when
dichlorvos was discussed in these committees.

5. The Chairman stated that it is important to ensure Declarations are correctly
recorded and categorised.

ITEM 3: Matters arising not covered by later agenda items
Paper by Wooder and Wright submitted by AMVAC

6. Two Members had reviewed the paper by Wooder and Wright?, highlighted in
correspondence received from AMVAC. This paper was a summary of an earlier
paper by Wooder, Wright and King (1977)b which reported an alkylation study in
rats. The study showed that at an estimated dose of 6 pug/rat dichlorvos by inhalation
did not cause methylation of guanine.

7. The study was considered to be well performed but it did not rule out the
possibility of methylation occurring at higher doses or following administration by a
different route. It was agreed that there was no inconsistency between the results of
this study and the conclusion of the COM that dichlorvos should be regarded as an in
vivo mutagen at the site of contact. Therefore it would not be possible to rule out
the possibility of genotoxicity as a mechanism for the carcinogenicity seen in studies
with dichlorvos.

® Wooder MF and Wright AS (1981). Alkylation of DNA by organophoshorus pesticides. Acta
Pharmacol et Toxicol 48, suppl V, 51-55.

® Wooder MF, Wright AS and King LJ (1977). In vitro alkylation studies with dichlorvos at practical use
concentrations. Chem-Biol Interactions 19, 25-46.



ITEM 4. Relative Vulnerability of Children to Asbestos compared to Adults
(CC/2011/10)

8. A number of declarations of interest were made. Professor Phillips and Professor
Vineis declared that they had both appeared as expert witnesses in litigation cases
on asbestos. Dr Miller stated that he works for an institute where other members of
staff have worked on asbestos and appeared as expert witnesses. Dr Carthew
declared that he had a lapsed interest from a previous employment, having worked a
long time ago on experimental animal studies on fibres, including asbestos fibres.

9. It was agreed that the Secretariat would seek advice on the Chairman’s role in
subsequent discussions but, given that this discussion was focussed on the strategy
rather than the technical detail, it was agreed that Professor Phillips could chair this
item.

10. Mr Richard Daniels, an environmental engineer working at Partnerships for
Schools, was in attendance as a representative of the DfE for this item. Mr Michael
Lees, a member of the “Asbestos in Schools Steering Group”, was in attendance as
an observer for this item.

11. The Department for Education (DfE) were seeking advice from the COC on the
relative vulnerability of children to asbestos. This request arose from discussions in
an independent advisory group called the “Asbestos in Schools Steering Group”,
which reports to the Department for Education(DfE). The Steering Group aims to
promote effective management of asbestos in schools and to contribute to the
development of guidance on such management. Members were provided with the
terms of reference of this group. DfE subsequently asked DH for a study of the risk of
asbestos to children and.DH facilitated the DfE’s request for advice from the COC.

12. Members were asked to consider the introductory paper and to advise on the
strategy proposed by the Secretariat to facilitate the COC’s deliberations on this
issue. Members were informed that it was the intention of the Secretariat to bring
the topic back to the November COC meeting at the earliest for a full discussion. The
Secretariat informed the committee about the Health and Safety Executive’s
scientific advisory committee, the Working Group on Action to Control Chemicals
(WATCH), which advises the Advisory Committee on Toxic Substances (ACTS) and
HSE on scientific and technical issues relating to the assessment and control of
health risks from chemicals. WATCH had recently examined the risks from low level
exposure to asbestos in adults and had produced a statement, which would be
provided to Members. A representative from HSE could be invited to talk about
WATCH's discussions, as background to the COC discussions at the November
meeting.

13. The strategy proposed by the Secretariat included 1) a review of any
epidemiological literature on children exposed to asbestos, 2) a review of data from
developing countries where children are occupationally exposed to asbestos and the
development of mesothelioma in later life and 3) a review of animal data (if
available) on the comparative differences between the effects of juvenile versus
adult exposure to asbestos. Members were also informed that there were data



available in the literature on the levels of asbestos found in school buildings in the
US and Italy and it was hoped that the Secretariat could obtain data for the UK so as
to provide an exposure perspective to the discussions. The Secretariat sought advice
on whether Members would consider it helpful or necessary to co-opt experts from
other fields such as juvenile respiratory physiology or asbestos epidemiology or
pathology to aid the discussions. Members were asked if they had any other
suggestions for experts or areas of expertise which might help to facilitate the
discussion

14. Members offered a number of suggestions for the strategy. Members
commented that it is very difficult to perform a quantitative risk assessment for
asbestos fibres. A Member suggested that the Committee should consider an
intrinsic hazard assessment by age of childrens’ exposure given the differences in
lung physiology at different ages. For mesothelioma, a Member commented that it
was difficult to obtain good data from animal inhalation studies. The potency of
fibres is ranked on the basis of body cavity exposure and there may not be animal
studies available in the literature on juvenile exposure to asbestos. In terms of
intrinsic vulnerability of children, a review of the US EPA model used for risk
assessment of inhalation exposure and the ICPR modelling framework for particle
dosimetry was suggested. In terms of mesothelioma, Members were reminded that
the earlier one is exposed to asbestos the greater the chance of disease. However, it
was questioned whether the susceptibility is the same at all ages or if there is a
different susceptibility at a younger age.

15. The significance of obtaining information on airborne levels of asbestos from UK
schools was questioned given that the Committee is addressing the relative
vulnerability of children compared to adults. The Secretariat considered that these
data would be helpful in providing a perspective on exposure during the discussions.
Two relevant reports from schools (one theoretical) might be available at the
Institute of Occupational Medicine. These studies had been commissioned by
education authorities, and it was not yet clear whether it would be possible for the
studies to be released to the COC.

16. Members suggested that there are a number of studies where lung samples from
occupationally exposed workers were analysed for fibre burden. These studies might
be helpful in the discussions in terms of exposure, case histories and latency to
tumours. Also, there are studies in the literature on para-occupational exposure to
asbestos that may be informative. A Member commented that he was aware of
Italian studies on para-occupational exposure and could investigate whether these
included studies of children. Members were informed of a current study being
undertaken by Professor Julian Peto on random samples of collapsed lungs but the
purpose of the research was unknown. Studies on environmental exposure to
asbestos from Libby, Montana; Turkey; and New Caledonia may also be useful for
the COC discussion. Members were informed about a recent study in New Caledonia,
where the presence of serpentinite on roads was found to be a major environmental
risk factor for mesothelioma.



17. In addition to expertise in juvenile respiratory physiology and in asbestos,
Members also considered that differences in inflammatory cell involvement in the
responsiveness to inhaled fibres in children compared to adults would be important
to consider and expertise should be sought in this area. Members, Assessors and
Observers made a number of suggestions for experts in these areas, and on the
epidemiology and pathology of asbestos, who the Secretariat could approach to
facilitate the Committee’s discussions.

ITEM 5: COC Guidance statements — 3" draft of the Overarching Guidance
Statement (CC/2011/09)

18. This paper presented a further revised draft of the overarching guidance
statement following comments at the April 2011 meeting. A revised version of Figure
2 was tabled at the meeting.

19. In discussion of the risk characterisation of non-thresholded carcinogenicity, it
was agreed that, rather than continuing to recommend the determination of a
Minimal Risk Level (MRL), a Margin of Exposure (MoE) approach should be used. The
MoE was considered to provide a better basis for discussion of the degree of concern
there might be about an exposure to a compound, compared to the MRL which
incorporated uncertainty factors in the derivation of the level. However, it was
pointed out that the MRL approach is useful in situations where it is necessary to
derive maximum recommended concentrations of a genotoxic contaminant in
environmental media. However, in this scenario, case-by-case discussion would be
required to determine a suitable uncertainty factors.

20. For compounds with.a mode of action for carcinogenicity showing a threshold,
Members commented that the most sensitive endpoint in the toxicological profile
should beselected as a basis for the risk assessment, but that this endpoint may not
be carcinogenicity.

21. There was discussion of the Threshold of Toxicological Concern, which was
considered a pragmatic rather than biologically-based approach to assessment. It
was agreed that, while it has a role in prioritisation of impurities or unavoidable
chemicals (e.g. in food), it was not favoured as a means of providing risk
management advice.

22. With respect to Potency Equivalence Factors, given the uncertainties in potency
ranking and that they had been little used for carcinogenic risk assessment, the
discussion was substantially shortened.

23. For future developments, it was agreed that the principles of replacement,
refinement and reduction should be emphasised. Additionally, moves to consider
systemic exposure of animals in carcinogenicity testing, rather than the administered
dose, should also be recognised.

24. A number of amendments were also made to the text, and it was agreed that a
revised version would be circulated before the next meeting for any final comments



and then agreement would be sought on the statement at the November 2011
meeting.

ITEM 6: Update review of Cancer Incidence near Municipal Solid Waste
Incinerators (CC/2011/12)

25. In the late 1990s, the Committee discussed a study by the Small Area Health
Statistics Unit (SAHSU) on cancer incidence near incinerators in Great Britain and
published a statement which concluded that ‘any potential risk of cancer due to
residency near to a municipal solid waste incinerator was exceedingly low and
probably not measurable by the most modern epidemiological techniques.”” During
2008 and 2009, the COC reviewed reports and epidemiological investigations of
cancer incidence near to municipal solid waste incinerators (MSWI) which were
published between 2000 and 2009. A second statement was published, which
concluded that “there is no need to change the advice given in the previous
statement in 2000, but the situation should be kept under review”.

26. Recently, a paper by Viel et al. (2010) was brought to the attention of the
Secretariat. This reported a positive association between living near a MSWI in
Besancon, France and non-Hodgkin’s lymphoma (NHL). As municipal waste
incineration is an active policy issue, a search was performed for any other newly
published studies and 2 additional papers were found. These two studies were based
in Italy and Brazil and showed a negative association between living near a MSWI
and cancer incidence. Members’ views were sought on the three epidemiology
studies provided for discussion.

27. Members commented that the Committee paper provided a good summary of
the data. The Committee was reminded that it has previously seen papers on the
incinerator in Besancon, France and had noted that, for many years, emissions of
PCDDsand PCDFs from this incinerator were reported to be far higher than is
currently permitted. The Committee highlighted a number of issues in the Viel paper.
These included issues with the methodology including small sample size and poor
exposure assessment, lack of control for confounding factors and the difficulties in
histological classification.of NHLs. The Committee concluded that the evidence
provided in the Viel paper was weak overall. A Member commented that, in the
Brazilian paper, the reference category was very small and, in the Italian paper.

the SIRs were completely flat. Overall, the Committee considered that there was no
change in the position given in its previous statement.

ITEM 7: Item for Information:

Schutze et al. Alcohol attributable burden of incidence of cancer in eight European
countries based on results from prospective cohort study (CC/2011/11)

28. At the last meeting, Members expressed an interest in seeing this recent
publication from EPIC on the alcohol attributable burden of cancer incidence in 8
European countries. A Member commented that the paper is of good quality
because it reports the results of a large study with a relatively good exposure
assessment and stable estimates. The paper found that 10% of total male cancers



and 3 % of total female cancers were attributable to current or former alcohol
consumption. The strong statement in the conclusion section of the paper was
included to emphasize the public health message on alcohol; it was not a suggestion
that there was a threshold for the cancer effects. Members were also made aware of
another recent publication from a French group which found that current alcohol
consumption guidelines are inadequate for the prevention of cancer and that there
was no safe level of alcohol consumption. The COC has carried out reviews in the
past on alcohol and breast cancer. A meta-analysis by the Department of
Epidemiology and Public Health at Imperial College London showed an increased risk
of breast cancer. Similar results were observed by the Oxford Collaborative Group on
Hormonal Factors in Breast Cancer. It was suggested that the Committee should
issue a statement again in light of the recent publications, to make its position clear.

ITEM 8: Any other business

29. Members were informed of a consultation on the future of the DEFRA Advisory
Committee on Hazardous Substances (ACHS). The consultation covered the proposed
abolition of the ACHS as a statutory Non Departmental Public Body; and on the
Government’s preferred option to simultaneously reconstitute this body as a new
expert scientific committee. The suggested terms of reference for this Committee
were also provided. There is concern that the suggested remit of the ACHS contains
considerable overlap with that of the COT/COC/COM as the terms of reference
include:
“To advise officials, UK Ministers, and other relevant bodies, on request or
otherwise:
- on matters of ‘relevance at a domestic, European and global level,
relating to the protection of the environment, and human health via the
environment, from potentially hazardous substances and articles,
including nanomaterials; including on future issues of concern, on impacts
and on wider strategic linkages;”

30. The Secretariat sought the views of Members on the consultation and
particularly the revised terms of reference in order to compile a response from the
Committee. The Committee were reminded that, while previously the ACHS had
given advice on human health, it had not been stated as its role within the existing
ACHS terms of reference. In general, the Committee considered that the significant
overlap in remit could lead to conflicting messages being given to Ministers and the
public. This would not be helpful to Government. The Committee recommended that
a joint response from COC/COM/COT would be advisable.

ITEM 9: Date of next meeting

31. The date of the next meeting is scheduled for 17" November 2011 at the
Department of Health, Skipton House, Elephant & Castle, London, SE1 6LH. It was
noted that it might be necessary to change the date of the meeting and the
Secretariat would contact Members in due course.
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