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ITEM 1: Announcements and apologies for absence 39 

1. The Chair welcomed Members, and other attendees to the meeting. 40 
Apologies were received from Officials: Prof J O’Brien (FSA Science Council) and Dr 41 
J McElhiney (FSS). 42 

2. The Committee was informed that this was Dr David Lovell’s last meeting as 43 
his term as Chair of COM was coming to an end. Dr Lovell was thanked for his 44 
contributions to the COC and wished all the best for the future. 45 

3. Members were reminded to declare any interests they may have in an item 46 
before its discussion. 47 

ITEM 2: Minutes of meeting held on 24th November 2020 (CC/MIN/2020/03) 48 

4. The minutes were agreed with no changes. 49 

ITEM 3: Matters arising  50 

Item 3 Matters Arising – Guidance statement G01 – A strategy for risk 51 
assessment of carcinogenicity 52 

5. This document had been published on the COC website. 53 

Item 3 Matters Arising – Guidance statement G08 – Risk assessment of the 54 
effect of combined exposures to multiple chemicals on carcinogenicity 55 

6. This document had been published on the COC website. 56 

Item 3 Matters Arising – Draft position paper: The Tumour Microenvironment 57 

7. This document was awaiting final amendments before being finalised by 58 
Chair’s action. 59 

Item 3 Matters Arising – Cancer Risk Characterisation Methods G06 Update 60 

8. This document was awaiting final amendments before being finalised by 61 
Chair’s action. 62 

Item 3 Matters Arising – Guidance Statement G05: Carcinogenic dose 63 
response: defining points of departure and potency estimates - Third draft 64 
revision 65 

9. This document had been published on the COC website. 66 

ITEM 4: Presentation on the Human Biomonitoring for EU (HBM4EU) 67 
Project 68 

10. No interests were declared for this item. 69 

11. A brief overview of the HBM4EU project was provided with a focus on 70 
guideline value (GV) derivation, to provide background information for item 5. 71 
HBM4EU was a large European project that started in 2017, with 29 European 72 
countries and Israel as members. It aimed to coordinate collection and interpretation 73 
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of human biomonitoring data across Europe to provide policy makers with evidence 74 
on which to base policy and to monitor policy interventions.  75 

12. PHE led on this project for the UK, with close links to other government 76 
departments and agencies to provide a wider input. The chemicals included in the 77 
project were suggested by scientists and regulators at a national level and in 78 
consultation with European agencies to understand the policy needs required by the 79 
data produced in the project. Two priority lists of chemicals had been developed. 80 
Scoping documents were produced to support GV derivation and published on the 81 
project website.  82 

13. A large number of human biomonitoring (HBM) samples (mostly urine or 83 
blood) had been collected across Europe and the levels of priority chemicals in these 84 
would be determined. To date, only occupational samples had been collected in the 85 
UK but general population sampling was hoped to be conducted in future projects. 86 
Data from these measurements would provide an estimate of integrated internal 87 
exposure from all routes and, together with findings from a detailed questionnaire, 88 
could be used to show risk factors for exposure. European reference values would 89 
be determined from the HBM data to show the distribution of exposure across the 90 
European population. Development of HBM GVs would allow the HBM results to be 91 
interpreted in terms of health. Although most of the chemicals considered also had 92 
validated biomarkers of effect, these were often more difficult to interpret than 93 
biomarkers of exposure [RH1]as they weren’t generally chemical specific. 94 

ITEM 5: Development of Human Biomonitoring Guidance Values in the 95 
HBM4EU Project (CC/2021/01) 96 

14. No interests were declared for this item. 97 

15. HBM programmes can provide essential information for identifying population 98 
exposures to chemicals that can be assessed with regards to potential health risks 99 
against derived GVs in specific population subgroups or areas. These can be 100 
important complements to the conventional sources of information for regulatory 101 
chemical risk assessments and for supporting public and occupational health 102 
protection policies.  103 

16. There was a diversity in the derivation of health-based guidance values for 104 
both the general population and for occupational exposure. The paper presented the 105 
framework for the derivation of human biomonitoring GVs proposed by the HBM4EU 106 
project (outlined in item 4). In addition, an overview of HBM, a description of current 107 
schemes gathering HBM data and four illustrative case studies deriving HBM-GVs 108 
on BBzP (benzyl butyl phthalate), Hexamoll® DINCH® (1,2-cyclohexane dicarboxylic 109 
acid diisononyl ester), BPA (bisphenol A) and cadmium from the HBM4EU project. 110 
The COC was asked to consider whether the framework was robust and applicable 111 
and whether UK expert committees could endorse the approach giving reassurance 112 
in the derived GVs. 113 

17. The Committee queried whether the absence of biomonitoring data for the UK 114 
general population could be a potential issue in applying the HBM4EU GVs. While 115 
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general population biomonitoring data had not been collected in the UK under the 116 
project, it was emphasised that the HBM4EU GVs by definition can be applied to any 117 
population and the absence of UK-specific data in their derivation should not affect 118 
the application of the GVs to the UK population. 119 

18. The inclusion of an estimated level of confidence associated with each HBM 120 
GV was considered a positive feature of the framework. However, it was suggested 121 
that these be more explicitly stated, particularly with regards to confidence in the 122 
available toxicokinetic data, which was considered a key parameter to allow 123 
estimation of initial exposure levels. COC also considered that more emphasis 124 
should be included on the ‘snap-shot’ nature of many biomonitoring measurements 125 
which do not necessarily relate to the full body burden of, for example, POPs, which 126 
form repositories in lipid-rich tissues.  127 

19. In considering the robustness of the framework, it was accepted that the 128 
estimated level of confidence would vary on a case-by-case basis depending on 129 
available data, which should reflect in the use of the GV in different tiers for risk 130 
assessment purposes. Of the case studies included in the paper, cadmium, as a 131 
known carcinogen, was of most relevance to COC. The methodology employed in 132 
the HBM4EU GV derivation was considered appropriate by COC members.  133 

20. It was agreed that the framework was a robust and scientifically valid way to 134 
determine HBM GVs, and some suggestions had been made to help make the 135 
estimated confidence level be more explicitly stated. Application of the framework to 136 
UK HBM data, when it became available, was also encouraged. This paper would 137 
also be presented to COT in March 2021 and comments received from both expert 138 
committees will be recorded as a summary in the Annual Report to provide a 139 
consensus view on the framework and GVs. Following discussion of the paper at 140 
COT in March 2021, an update would be brought to the COC meeting in July 2021 141 
under matters arising.  142 

ITEM 6: First Draft Updated COC Guidance Statement on Biomonitoring 143 
(G04) (CC/2021/02) 144 

21. No interests were declared for this item. 145 

22. The COC has periodically published guidelines for the evaluation of chemicals 146 
for carcinogenicity, including the separation of the overall guidance into individual 147 
documents to allow faster revision. This included a separate document addressing 148 
Biomonitoring (G04), which was last updated in 2018. As part of the rolling review of 149 
all COC guidance statements, this paper presented proposed some amendments 150 
and Members were asked to highlight any updates or new areas not currently 151 
covered.  152 

23. General comments were received around the re-structuring of text to highlight 153 
the specific types of biomarkers being considered and updating of references across 154 
the document, including reference to the HBM4EU work (see Items 4&5). A shorter 155 
document was favoured, removing some of the older information that was now 156 
outdated. During discussion, a number of specific comments were also made 157 



 

 6 

regarding possible amendments and additions to G04. It was agreed that the 158 
summary section should be updated to reflect changes made to the main text.  159 

24. Members were asked to send any further specific comments to the 160 
Secretariat. It was agreed that a second draft updated guidance statement on 161 
biomonitoring would be presented at the meeting in July 2021. 162 

ITEM 7: Updated Scoping Document for New Guidance Statement on 163 
Weight of Evidence Approach to Assessing Modification of 164 
Cancer Risk (CC/2021/03) 165 

25. No interests were declared for this item. 166 

26. In recent discussions, COC has expressed the aspiration to move away from 167 
traditional risk assessment approaches for potential carcinogens, to a more holistic 168 
approach encompassing consideration of the effects of chemicals on all stages of 169 
cancer development. This paper presented an updated scoping document which had 170 
been further developed in light of discussions in November 2020.  171 

27. In discussing the approach, COC concluded that there was currently 172 
insufficient information available on all aspects of cancer development and the 173 
potential modification of these events by chemicals to facilitate its use by risk 174 
assessors. Therefore, the draft scoping document would not be developed into COC 175 
guidance at this point. Instead, it was agreed a position paper should be prepared 176 
and this would be progressed by convening a small sub-group of members to agree 177 
content and scope, which would also include a more appropriate title. A first draft 178 
position paper was anticipated to be presented to the Committee in July 2021. 179 

28. As a consequence of agreeing the position paper, members also 180 
recommended that COC guidance statements G03 and G07 should now be updated, 181 
with the aim of these being discussed at the July 2021 meeting.  182 

ITEM 8: Update to Horizon Scanning – March 2021 (CC/2021/04) 183 

29. No interests were declared for this item. 184 

30. This paper presented the standing update on the Committee’s horizon 185 
scanning activities, as well as outlining ongoing activities by IARC and the EU 186 
Scientific Committees. 187 

31. It was noted that one aspect not explicitly covered in the list of topics was new 188 
approach methodologies (NAMs). It was noted that there was activity on this within 189 
COT, and the COC would be kept updated on this. 190 

32. It was queried whether the UK having transitioned out of the EU would impact 191 
on the COCs workload, in particular in terms of work from the FSA. It was noted that 192 
the plan was that routine work on regulated products was not anticipated to affect the 193 
COC work, but that work on guidance such as that from COC would be important 194 
underpinning to the FSAs approach. It was suggested that it would be helpful to have 195 
a placeholder on the horizon scan update for this. 196 



 

 7 

ITEM 9: Draft Report on the Synthesis and Integration of Epidemiological 197 
and Toxicological Evidence in Risk Assessments (CC/2021/05) 198 

33. No interests were declared for this item. 199 

34. This paper presented the draft report of the joint COT and COC subgroup on 200 
synthesising epidemiological and toxicological evidence (SETE), for the Committees 201 
consideration and comment. 202 

35. The Committee considered that the document reflected the COC approach 203 
and thinking, and it was an intuitive and well written report. It was suggested that the 204 
document be reviewed as there was some repetition through it, and the colour use 205 
on the diagrams be revisited to avoid assumptions being made on the basis of use of 206 
red and green, as well as for accessibility reasons. 207 

36. The COC comments along with those of COT would be fed back to the 208 
subgroup and the COC and COT would be provided with an updated draft report with 209 
the worked examples once these were finalised. 210 

ITEM 10: Lay Summary on How Committees Evaluate the Relevance and 211 
Reliability of Evidence (CC/2021/06) 212 

37. No interests were declared for this item. 213 

38. A scoping paper on the topic of ‘biological relevance and statistical 214 
significance’ (CC/MUT/2020/03) had been discussed at the joint COC/COM meeting 215 
in November 2020. Following these discussions, it was agreed that a ‘lay’ statement 216 
would be produced, covering aspects of how Committees address issues relating to 217 
the interplay between statistical analysis and biological (and clinical) relevance.  218 

39. A preliminary draft of the lay document had been prepared and circulated to 219 
lay members of the COC, COM and COT for comment. This paper presented a first 220 
draft document that had been revised to take into account feedback received from 221 
lay Members. The first draft document would also be presented to COT in March 222 
2021, along with a summary of COC discussions and opinions.  223 

40. The Committee commented that it was not very clear in reading the document 224 
who the target audience was, nor what purpose it was aiming to achieve. In the 225 
current format, the document stood somewhere between a general description to a 226 
lay audience of the Committee review process and a technical document 227 
commenting on the interplay between biological and statistical aspects of study data. 228 
Although the narrative style was considered too technical in places, it was 229 
appreciated that some of the concepts, such as the statistical concepts of the ‘null 230 
hypothesis’ and ‘p’ values, could only be simplified to a certain extent.  231 

41. It was agreed that the document contained relevant and useful information 232 
which could be used as a basis to develop two separate documents, addressing: (i) 233 
an overall general description of how the expert Committee’s review process is 234 
conducted, aimed at a lay reader; and (ii) a discussion of the interplay between 235 
biological relevance and statistical analysis in the evaluation of evidence, which 236 
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would be non-technical but aimed at a more informed audience. The development of 237 
the documents was subject to feedback from COT meeting, as well as discussion at 238 
COM in due course. 239 

ITEM 11: Reserved Business – FSA Science Council Draft Principles and 240 
Guidelines on Third Party Evidence (CC/2021/07) 241 

42. No interests were declared for this item. 242 

43. This paper presented a draft set of principles and guidelines on third party and 243 
uncommissioned evidence that had been prepared by the FSA Science Council to 244 
support consideration of such evidence, and provide transparency on the ways in 245 
which evidence submitted in a non-standard way would be assessed 246 

44. A number of comments were made suggesting clarity around consideration of 247 
third party and uncommissioned evidence, and how this might be different to other 248 
evidence collected in a standardised manner, e.g. through dossiers or via 249 
consultation. It was queried who the document was aimed at, as it was considered 250 
the Advisory Committees would know how to consider evidence, and it was noted 251 
that it was likely to be an external facing paper to inform how uncommissioned 252 
evidence would be used. The Committee was informed that the COC and other 253 
Committees could be the recipient of such uncommissioned evidence where FSA or 254 
other Government Departments and Agencies had received it and required further 255 
assessment of how such evidence sat alongside the existing weight of evidence. 256 

45. It was also suggested that the wording around data cleaning be made clear, 257 
especially to avoid any suggestion of data manipulation. This linked to obtaining 258 
access to raw data as well as clarity on any processing to generate any images 259 
provided. 260 

46. The Committee was thanked for its feedback, which would be taken back to 261 
the FSA Science Council. 262 

ITEM 12: COC Annual Report 2020 (CC/2021/08) 263 

47. No interests were declared for this item. 264 

48. The draft annual report for 2020 was presented to the Committee. Members 265 
would be reminded to provide their updated declarations of interest after the 266 
meeting. No significant comments were made on the draft text so it would be 267 
finalised for publication in the joint COT, COM, COC annual report 2020. 268 

ITEM 13: Any other business   269 

49. The Chair and Secretariat had discussed upcoming vacancies and Member 270 
reappointments with the Department of Health and Social Care. As a result, a 271 
number of Members who were coming to the end of their current terms had been 272 
contacted to see if they would stay on. The Chair thanked those who had agreed to 273 
do so. It would also give the opportunity to take forward the gap analysis for 274 
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Committee expertise discussed at the last meeting in good time for appointing new 275 
Members to the Committee. 276 

ITEM 14: Date of next meeting   277 

50. The next meeting would be held on 15th July 2021 by Teams. 278 


