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Dr. Fassold and Dr. Berggren chaired the meeting.  
A copy of the participants’ list is attached. 
 
1. Adoption of the Draft Agenda  

ECBI/38/99 - Rev. 2 Revised Draft Agenda, CMR WG Meeting 13.-15. October 99 
 
The Draft Agenda was adopted. The attached copy is a revision to include all documents 
distributed during the meeting for discussion (ECBI/38/99 - Rev. 3).  
 
2. Previous meetings 
 
2.1 Adoption of draft summary records 
 
2.1.1  Adoption of the draft summary record of the WG meeting held at the ECB, 3-5 

March 99 
ECBI/21/99 - Rev. 2 Revised Summary Record of meeting held at ECB on 3-5 March, 1999. 

 
The revised draft Summary Record was adopted.  

 
2.1.2  Adoption of the draft summary record of the ad-hoc WG meeting held at KEMI, 

Solna, 7-9 June 99  
ECBI/39/99 – Rev. 1 Revised Summary Record of meeting held at KEMI, Solna, 7-9 June, 1999. 

 
The revised draft Summary Record was adopted.  
 
2.2 Report on the Specialised Experts Meeting held in Arona, 1-2 September 1999 

ECBI/33/99 – Rev. 2 Revised Draft Agenda Meeting of Specialised Experts, 1-2 September 1999 
ECBI/49/99 – Rev. 2 Second revision/Final version of Conclusions of the Meeting of Specialised 

Experts, Arona, 1-2 September 1999 
 
In a short account the Chair informed the Group of very good and interesting discussions at 
the meeting of Specialised Experts. Overall, uncontroversial conclusions had been reached 
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on substances and on agenda point 2.1 (classification criteria for mutagenic substances) and 
a compromise solution had been achieved in the discussions on agenda point 3.1 (classifi-
cation of non-genotoxic carcinogens in the rodent bioassay). An explanation was given why 
the Annex to the Conclusions on agenda point 3.1 (‘decision flow chart’ in support of a 
common approach) had been distributed as part of the room document to Member States 
delegates only. Thereby, concerns were met which had been raised by some Specialised 
Experts in their comments to the draft document, that the flow chart was not qualified to 
reflect the broad spectrum of opinions and the depth of the discussion on this issue. The 
Chair suggested to distribute the Annex to non-Member States delegates attached to the full 
meeting record, which would give credit to all diverging views, allow an insight into 
unresolved problem areas and, thus, put the flow chart into perspective. Some members of 
the Group who had also been present at the Specialised Experts meeting indicated they 
did not share the concern. After discussion of the issue the Group agreed that wider 
distribution of the Annex should proceed together with the detailed Specialised Experts 
meeting record, the drafting of which was in progress.  
  
 
2.3 Environment WG meeting: Discussions related to Nota H’, JRC Ispra, 14-17 

September 1999 
 
The Chair emphasised the support by the Environment Group for an extension of Nota H to 
other than complex coal- and oil-derived substances (Nota H’) or another solution allowing 
the inclusion of substances in Annex I, only partially classified. This would resolve problems 
ensuing from differing prioritisation of work on substances in the Subgroups and would 
enable classification solely for effects on health or the environment, whatever was of high 
concern. The Environment Group was not in favour to introduce a similar solution into 
section 5.1, as laid out in the proposed revision of Annex VI, section 4.1.3 in ECBI/29/99 – 
Add. 1, in order to speed up classification procedures covering all dangerous properties.  
The UK confirmed their strong reservations from the March ’99 meeting, on the same 
grounds, as further consultations on the national level had shown decided support for Annex I 
to remain a complete list, a ‘manual of accurate information’. For the kind of the solution to be 
found, the UK favoured the revision of section 4.1.3 in Annex VI instead, a view shared by 
Industry, and preferred not to discuss the issue further. The UK stressed the ultimate 
responsibility of the Main Working Group for the Annexes and clarified that a joint solution 
had to be found by the Subgroups. Several Member States indicated support of this view. 
Some members of the Group took up the Chair’s remark that a large fraction of the 
classifications in Annex I would always be partial or outdated due to scientific development 
and updating of the classification criteria. D pointed out that Annex I was not up-to-date with 
regards to criteria and R- and S-phrase development and called for a systematic review by 
the Commission. NL considered a separation of Annex I into two parts, one containing fully, 
the other partially or preliminarily classified substances. S thought of a ‘list with 
recommended classifications for substances dangerous to the environment’, an approach 
supported by I and DK, who considered such a list could be published in the ‘Yellow Book 
Series’. F stated they had not yet developed their position on the national level.  
In the view of the UK the alternatives mentioned were not useful and would lead to confusion 
in the light of Annex I being a legal document. As the need for a change of the Directive had 
also been recognised in the context of the SLIM procedure, DG Environment remarked that 
the direction to a general solution could be to define Annex I in the Directive legal text as 
containing harmonised minimum classification and labelling requirements.  
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Before the start of discussions on individual substances, the usefulness of concomitant 
classification of substances on the agenda according to the globally harmonised (GH) criteria 
was considered, in particular for acute toxicity endpoints where the EU and GH criteria 
contained diverging cut-offs. A GH ‘shadow’ list could be established or deviating 
classifications could be listed in the record of this and future meetings. This suggestion was 
not taken up.  
 
 
3.    Continuation of discussion of the following substances 
 
3.1 Revision of the classification of substances in Annex I: 

  
Rosin (K053), (650-015-00-7). 
Proposal:  [R43]. 
Latest documents:  

ECBI/14/95 - Add. 30 HARRPA/CEFIC, Rosin sensitisation program update 
ECBI/14/95 - Add. 31 HARRPA, new data and classification proposals for rosin 
ECBI/14/95 - Add. 35 FIN, Contact allergy to tall oil rosin (K053): Results of Patch Testing 
ECBI/14/95 - Add. 36 HARRPA, Rosin classification, response to Working Group questions  
ECBI/14/95 - Add. 37 Hercules, Rosin and Rosin derivatives  
ECBI/14/95 - Add. 38 HARRPA, rosin and skin sensitisation, proposal for a new nota 
ECBI/14/95 - Add. 39 HARRPA, update on the evaluation of unmodified rosin  
ECBI/14/95 - Add. 44 FIN, a new proposal for rosin and skin sensitisation  
ECBI/14/95 - Add. 45 S, Comments on rosin 
ECBI/14/95 - Add. 46 S, Rosin (K053), publication Karlberg et al. 1998 
ECBI/14/95 - Add. 47 HARPPA, Rosin (K053), comment on recent discussions 
ECBI/14/95 - Add. 48 S, rosin, K053, position statement and proposal of new Nota 
ECBI/14/95 - Add. 49 CEFIC (for HARRPA), rosin (K053), position paper on classification and Code of 

Practice 
ECBI/14/95 - Add. 50 S, rosin, K053, Swedish position on the re-classification 
 

This substance was introduced in the 19th ATP with the classification as R42/43 and revised in the 
21st ATP where it is currently classified in Annex I as R43. HARRPA, the Hydrocarbon and Rosin 
Resins Producers Association, has since then organised a number of studies to assess the 
sensitisation of this substance. As a result of these studies, HARRPA now recommends that the 
substance should not be classified for sensitisation and therefore, the entry may be removed from the 
Annex. - In June 1997, it was agreed to classify the entry as N; R51-53, although HARRPA will 
provide additional data later. - In October 1997, the Group considered a proposal from HARRPA to 
apply a new Nota to deal with the skin sensitisation issue.  A suggestion was made that the current 
Annex I classification remain in place, but that the substance have a derogation from labelling. Rosin 
would therefore need to be mentioned in Annex VI under Section 8.3 and with the new Nota included. 
No firm conclusions have been reached. - At the October 1998 meeting an alternative solution, 
introduced by FIN, found support by the majority of the Group. FIN suggested deletion of the existing 
Annex I entry, creation of a new one for rosin, oxidised, classified with R43, supplemented by a new 
Nota “oxidised rosin may cause sensitisation” for labelling, associated with this entry, to cover 
concerns related to non-oxidised rosin and rosin containing preparations. Further consultations were 
needed to clarify how this proposal could be accommodated within the framework of Directive 67/548. 
– In March 1999 HARRPA informed the Group of a “Code of Practice” to be finalised soon; the 
Group was asked to await the outcome of several HARRPA initiatives. DG ENV informed the Group 
that a “Code of Practice” could not “circumvent” the requirements of the Substances Directive, the 
appropriate regulatory instrument. A solution could be sought within the scope of the Preparations 
Directive and its special labelling provisions for preparations containing sensitising substances. S 
explained their position to retain the current Annex I classification of this complex substance with 
introduction of new Nota “The substance is sensitising due to the formation of breakdown/oxidation 
products”.   
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HARRPA introduced the announced system of self-regulation, the ‘Code of Practice’ (CoP), 
developed by the Rosin Group as laid out in ECBI/14/95 – Add. 49. They said that meetings 
were taking place throughout Europe with producers and distributors for development of a 
standard Material Safety Data Sheet. Furthermore, HARRPA stressed their support of the 
compromise solution suggested by FIN in Add. 44, including de-classification of rosin and a 
new Nota, in accordance of which rosin would be labelled. A Compliance Body would be 
established to control the system. ECB recalled problems mentioned by the Commission 
and Member States on earlier occasions, which remained unresolved by the CoP (missing 
downstream consequences, labelling of rosin-containing preparations, the lack of appropriate 
analytical methods for oxidised rosin, and labelling of as such unclassified substances and 
products). ECB also mentioned, the fourth EC no. in Annex I to the CoP (Safety Data Sheet / 
SDS in the new HARRPA document) would have to be included if the rosin entry in Annex I 
was revised, and referred to inconsistencies in the HARRPA-SDS relating to skin irritating 
properties.  
S presented their arguments (listed in ECBI/14/95 – Add. 50) why rosin should remain 
classified in Annex I, with allocation of the new Nota introduced in March 99. FIN requested 
clarity on the legal foundations of the CoP and how it could be guaranteed that non-European 
producers would adhere to the self-regulation system. FIN, furthermore, was apprehensive of 
the undesirable precedent if this system was adopted. UK welcomed the CoP as an 
information and a signal of high responsibility but confirmed that it was informal and not part 
of the central discussion, which had to deal with the fact that the current classification in 
Annex I is systematically inaccurate. In this context, UK supported the compromise solution 
by FIN and requested ECB to list the arguments for each of the three different choices for a 
correction. DK in support of the S position, were in favour of a pragmatic solution taking care 
of the sensitising effects experienced by humans under normal handling and use situations. 
In theoretical terms, NL stated they concurred with UK, in that an appropriate revision was 
needed. However, correct classification and labelling by Industry for skin sensitisation 
required the definition of a concentration limit for ‘oxidised rosin’ by the Group, with the 
choice between two possible Annex I entries, classified with R43 (‘rosin containing >…% 
oxidised rosin’, or ‘oxidised rosin’, listing a specific concentration limit). DK and FIN said that 
this approach was difficult because the unavailability of an analytical method to determine the 
fraction of oxidised rosin prohibited compliance, control and enforcement. While B and F 
indicated support for the FIN compromise solution including declassification of rosin, F was 
especially concerned about rosin in solutions, this physical form facilitating oxidation. For 
such preparations, they stressed, labelling had to be made obligatory and this obligation 
should be enforced through Annex V of the Preparations Directive. DK welcomed the latter 
suggestion but stressed that the central problem of the appropriate correction within Annex I 
remained unresolved. HARRPA outlined that rosin is largely handled in physical forms which 
prohibit oxidisation, namely in massive blocks or molten in drums, and only if handled in the 
form of pastils or flakes dust was created.  
DG Environment expressed concern that a declassification of rosin could lead to non-
labelling of sensitising preparations. It further pointed out that legal provisions for the 
classification and labelling of dangerous substances or preparations couldn’t be replaced with 
a voluntary ‘Code of Practice’.  
 
Conclusion: 
The Group welcomed the HARRPA Rosin Group ‘Code of Practice’ as an initiative of 
responsible self-regulation to increase protection from skin sensitisation through oxidised 
rosin. The Group agreed to maintain the current Annex I entry of ‘rosin’ unchanged with the 

nelsonlawson
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classification R43, as declassification, although scientifically justified, would decrease the 
level of protection within the present regulatory system and the available means of control. 
The Group wanted to continue to search for solutions within the Substances and the 
Preparations Directives, which would both have to be scientifically more accurate and 
maintain the level of protection. The ECB will draft the arguments in favour and the 
drawbacks of the alternative solutions presented during the discussions.     
 
 
Allyl glycidyl ether (U042), (603-038-00-1). 
Proposal: R10: [Carc. Cat. 3; R40] : Muta. Cat. 3; R40 : Repr. Cat. 3; R62 : Xn; R20/22 : 
Xi; R37/38-41 : R43 : R52-53.  

ECBI/21/98 UK, proposals for glycidyl ethers  U040 - U043 
ECBI/49/99 – Rev. 2 Second revision/Final version of Draft Conclusions of the Meeting of 

Specialised Experts, Arona, 1-2 September 1999 
 
The substance is currently classified in  Annex I with Xn; R20 : R43, and specific concentration limits 
of 25%  for R20, and 1% for R43 (12.ATP). - In September 1998 agreement was reached on 
classification for the environment with R52-53. - In October 1998 the Group agreed to classify allyl 
glycidyl ether with R10 : Muta. Cat. 3; R40 : Xn; R20/22 : Xi; R37/38 : R43. The discussion of eye 
irritation, carcinogenicity and reproductive toxicity was to be continued. – In March 99 the Group 
confirmed that allyl glycidyl ether should be classified with R10 : Muta. Cat. 3; R40 : Repr. Cat. 3; R62 
: Xn; R20/22 : Xi; R37/38-41 : R43 : R52-53. The Specialised Experts should be asked for their 
advice on classification for carcinogenicity. The UK agreed to act as the Rapporteur. – In September 
99 the majority of Specialised Experts recommended allocation in Category 3, some Experts 
argued in favour of Category 2.  
 
The Group adopted the view of the majority of the Specialised Experts that the data more 
appropriately fitted the criteria for Carc. Cat. 3; R40 than Cat. 2; R45. 
 
Conclusion: 
The Group agreed that allyl glycidyl ether should be classified with R10 : Carc. Cat. 3; R40 : 
Muta. Cat. 3; R40 : Repr. Cat. 3; R62 : Xn; R20/22 : Xi; R37/38-41 : R43 : R52-53. Symbol Xn. 
R-phrases 10-20/22-37/38-40-41-43-52/53-62. S-phrases (2-)24/25-26-36/37/39-61. No Nota 
or specific concentration limits. The proposal would be sent to DG ENV for possible inclusion 
in a future TPC. 
 
 
Resorcinyl diglycidyl ether (U043), (603-065-00-9). 
Proposal: [Carc. Cat. 3; R40] : Muta. Cat. 3; R40 : Xn; R21/22 : Xi; R36/38 : R43 : R52-53.  

ECBI/21/98 UK, proposals for glycidyl ethers  U040 - U043 
 
The substance is currently classified in  Annex I with T; R23/24/25, Xn; R40 : R43, and specific 
concentration limits of 1% for T; R23/24/25-40-43, and 0.1% for Xn; R20/21/22 (12.ATP). - In Septem-
ber 1998 agreement was reached on classification for the environment with R52-53. - In October 
1998 the UK proposal for revision of the classification of the substance was not discussed due to time 
constraints. – In March 99 the Group agreed that recorcinyl diglycidyl ether should be classified with 
Muta. Cat. 3; R40 : Xn; R21/22 : Xi; R36/38 : R43 : R52-53. As the Group was devided as to the 
significance for humans of the forestomach tumours observed in both rat and mice gavage bioassays, 
the discussion of carcinogenicity was carried forward. 
 
DK informed the Group of on-going research into quantitative structure activity relationships 
including health effects, which employed glycidyl ethers, among them resorcinyl diglycidyl 
ether, as examples. DK hoped that first results would be available by the end of 1999. 

nelsonlawson
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NL observed that classification with R48/22 might be warranted as effects on the airways had 
been reported in the NTP long-term rat gavage bioassay. On account of this having been an 
isolated observation across all the long-term studies and could have originated from an 
infection, NL could accept no classification.  
The Group agreed to classify with Carc. Cat. 3; R40. 
 
Conclusion: 
The Group agreed that recorcinyl diglycidyl ether should be classified with Carc. Cat. 3; R40 : 
Muta. Cat. 3; R40 : Xn; R21/22 : Xi; R36/38 : R43 : R52-53. Symbol Xn. R-phrases 21/22-
36/38-40-43-52/53. S-phrases (2-)23-36/37-61. No Nota or specific concentration limits. The 
proposal would be sent to DG ENV for possible inclusion in a future TPC. 
 
 
2-Butanone oxime (Y010), (616-014-00-0). 
Proposal: [Carc. Cat. 3; R40] [Carc. Cat. 2; R45] : Xn; R[20/]21[/22-48/20/22] : [Xi; R36] 
[Xi; R41] : R43. 

ECBI/17/98 NL ,classification proposal for 2-butanone oxime, Y010 
ECBI/17/98 – Add. 1 SERVO Delden PV,  classifciation proposal for 2-butanone oxime, Y010 
ECBI/17/98 – Add. 2 D, 2-butanone oxime (Y010), additional information on eye irritation 
ECBI/17/98 – Add. 3 NL, 2-butanone oxime (Y010), revised classification proposal 

 
The substance is currently classified in  Annex I with Xi; R36 : R43 (12.ATP). - In December 1997 
agreement was reached that classification for the environment was not warranted. - In October 1998 
the substance was not discussed due to time constraints. – In March 99 the Group agreed that 2-
butanone oxime should be classified with Xn; R21 : R43, and provisionally agreed on the 
classification with Carc. Cat. 3; R40, while D felt that Carc. Cat. 2; R45 might be justified. S found that 
the evidence of haemolytic anemia in the oral and inhalation repeated dose studies deserved 
classification with Xn; R48/20/22 or R20/22. The Group concurred with the D interpretation that for 
this direct methemoglobin-forming agent rat data were predictive for the human situation and Xn; R22 
was not justified on the basis of acute oral rat data. Industry was requested to re-assess the severity 
of eye irritation. The discussion of acute/repeated dose toxicity, eye irritation and carcinogenicity was 
carried forward. 
 
The Group accepted the NL reasoning that haemolytic anemia was an acute effect and 
therefore R48 was not appropriate; neither was classification with R20 or R22 because the 
doses causing haemotoxicity in acute and repeated studies were too high to be relevant.  
The Group, furthermore, supported the NL change to Xi; R41 in the revised classification 
proposal (ECBI/17/98 – Add. 3). 
On carcinogenicity, D had not yet decided on a final position. For D it was not clear whether 
the liver tumours in two species originated from liver toxicity, meriting Carc. Cat. 3; R40, or 
local genotoxicity based on the observation of DNA adducts in the liver after i.p. 
administration, in which case Cat. 2 might be appropriate. However, D was aware of a new 
inhalation study, unpublished so far, where no DNA adducts had been measured. D was 
uncertain when the new studies could be provided. UK, B, F and NL felt that the available 
evidence for genotoxicity was too weak and unsuitable to be taken into account for a 
category 2 classification. Industry shared this view and was certain that the mode of action 
leading to the liver tumours was an indirect one. S wanted to wait for the new study results. 
The Group agreed to provisionally classify with Carc. Cat. 3; R40. The conclusion should be 
based on the currently available evidence, with a view of re-opening the discussion if 
necessitated by new data.   
D asked the Group to re-examine the evidence for toxicity to reproduction, based on 
observations of impaired spermiogenesis and developmental toxicity in several animal 
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studies. 
 
Conclusion: 
The Group agreed that 2-butanone oxime should be classified with Xn; R21 : Xi; R41 : R43, 
and provisionally agreed on the classification with Carc. Cat. 3; R40. The final decision on 
carcinogenicity was carried forward. Toxicity to reproduction would be considered at the next 
meeting. 
 
 
p-Toluidine [1]; p-toluidinium chloride [2]; p-toluidine sulphate (1:1) [3] (D075), (612-…). 
Proposal: Carc. Cat. 3; R40 : T; R23/24/25 : [Xi; R36] : R43 : N; R50. 

ECBI/57/98 D, nine new classification proposals, including p-toluidine and salts, D075 
 

p-Toluidine is currently classified in  Annex I with T; R23/24/25 : R33 : N; R50 (21.ATP), and is part of 
a joint entry with m-toluidine (612-024-00-4). The salts, chloride and sulphate (1:1), are not yet 
classified in Annex I. – In March 99 the Group supported the D proposal to classify with Carc. Cat. 3; 
R40, T; R23/24/25, R43, and to delete R33. The Group asked Industry and D for more details on 
eye-irritating properties, both for the base and the salts, to support the proposal Xi; R36. – In 
September 99 it was agreed to classify the substance with N; R50 for dangers to the environment. 
 
With respect to eye-irritation, D argued in support of classification with Xi; R36 for the base 
and the salts, and of a joint entry, to which the Group agreed. The base had been tested a 
moderate eye irritant by HOECHST in an OECD study in 1986. No specific eye irritation tests 
had been performed with the salts, but their solutions had a low pH.  
 
In the context of the p-toluidines in Annex I, the Chair drew attention to the fact that o-
toluidine base has a harmonised classification with Carc. Cat. 2; R45 : T; R23/25 : Xi; R36 : 
N; R50, but neither o-toluidinium chloride nor the unspecified toluidine base are included in 
Annex I. Member States agreed in their view that the issue was not important enough to 
deserve high priority. UK was certain that Industry would fulfil their responsibility of 
appropriate self-classification and labelling in the absence of an Annex I entry.   
 
Conclusion: 
The Group agreed that p-toluidine, p-toluidinium chloride, and p-toluidine sulphate (1:1) 
should be classified with Carc. Cat. 3; R40 : T; R23/24/25 : Xi; R36 : R43 : N; R50. Symbols 
T; N. R-phrases 23/24/25-36-40-43-50. S-phrases (1/2-)28-36/37-45-61. No Nota or specific 
concentration limits. The proposal would be sent to DG ENV for possible inclusion in a future 
TPC. 
 
 
Crotonaldehyde [1]; 2-butenal [1]; (E)-2-butenal [2] (D076), (605-009-00-9). 
Proposal: F; R11 : [Muta. Cat. 3; R40] [Muta. Cat. 2; R46] : T+; R26 : T; R24/25 : Xn; 

R48/22 : Xi; R37/38-41 : [N; R50] [N; R50-53]. 
ECBI/57/98 D, nine new classification proposals, including crotonaldehyde D076 
ECBI/57/98 – Add. 8 D, 2-butenal (D076), detailed information on in vivo genotoxicity test results 
 

Crotonaldehyde (unspecified and trans optical isomer, (E)-) is currently classified in Annex I with F; 
R11 : T; R23 : Xi; R36/37/38 : N; R50-53 (24.ATP). – In March 99 the Group confirmed the present 
classification with F; R11 and agreed to classify with T+; R26 : T; R24/25 : Xn; R48/22 : Xi; R37/38-
41. On mutagenicity, B and S felt that the criteria for Cat. 2 were met as there was clear evidence 
from a positive mouse sperm abnormality test that the germ cells were reached. Industry was of the 
opinion, the studies in question were not appropriate for a decision for Cat. 2. For UK no classification 
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was justified due to several deficiencies in the mouse sperm abnormality test and a negative result in 
an in vivo micronucleus test. D wanted to present more details and an improved data analysis for the 
next meeting. – In September 99 the decision on classification for the environment with N; R50 or N; 
R50-53 was postponed. 
 
According to D four mutagenicity tests were of relevance for the outstanding decision on 
categorisation (ECBI/57/98 – Add. 8). In the opinion of D Category 3 was justified, Category 2 
would be an over-classification. Due to the reactivity of the substance, which seems to be 
created endogenously, rather local than systemic genotoxicity was of concern. UK was 
concerned about the possible clastogenicity of this substance at sites of initial contact. In this 
regard, the negative result in the micronuceus test after oral administration was of minor 
significance. To improve exposure of the bone marrow, intraperitoneal administration would 
have been more meaningful for this substance.  UK suggested that crotonaldehyde had a 
similar genotoxicity profile to other, better studied aldehydes and that classification with Cat 3 
was justified. The mouse sperm abnormality test had been poorly performed, little information 
was available on the controls used and it would prove difficult to reproduce the results. NL, S, 
B and F shared the considerations by D and UK, but contrary to UK supported classification 
with Carc. Cat. 3; R40. UK stressed the absence of conclusive evidence for mutagenicity. 
Hence, it was important to note that an assumption formed the basis for this classification.  
 
Conclusion: 
The Group agreed that crotonaldehyde (2-butenal and (E)-2-butenal) should be classified 
with F; R11 : Muta. Cat. 3; R40 : T+; R26 : T; R24/25 : Xn; R48/22 : Xi; R37/38-41. Symbol 
T+. R-phrases 11-24/25-26-37/38-40-41-48/22. S-phrases (1/2-)26-28-36/37/39-45. No Nota 
and no specific concentration limits. After finalisation of the discussions on the environment, 
the proposal would be sent to DG ENV for possible inclusion in a future TPC.  
 
 
Phenylhydrazine [1]; phenylhydrazinium chloride [2]; phenylhydrazine hydrochloride 
[3]; phenylhydrazinium sulphate (2:1) [4] (D078), (612-023-00-9). 
Proposal: T; R23/24/25-48/23/24/25 : [Carc. Cat. 3; R40] [Carc. Cat. 2; R45] : Muta. Cat. 
3; R40 : Xi; R36/38 : R43 : N; R50. 

ECBI/57/98 D, nine new classification proposals, including phenylhydrazine and its salts 
(D078) 

ECBI/57/98 – Add. 4 DK, phenylhydrazine (D078), comment on classification for carcinogenicity 
 

Phenylhydrazine is currently classified in  Annex I with T; R23/24/25 : Xi; R36 : N; R50 (21.ATP). The 
salts, chloride, hydrochloride, and sulphate (2:1), are not yet classified in Annex I. – In March 99 the 
Group followed the D proposal to classify with Muta. Cat. 3; R40 : T; R23/24/25 : Xi; R36/38 and R43. 
T; R48/23/24/25 was considered prudent due to human and animal evidence of hemotoxicity following 
repeated exposure to low doses. The NL proposal of R37 did not find support. The majority of the 
Group agreed on Carc. Cat. 3; R40, based on the evidence from mouse studies. DK was certain that 
phenylhydrazine was also a potent carcinogen in the rat and wanted to provide information in support 
until the next meeting. – In September 99 the Environment Group agreed on classification with N; 
R50. 
 
DK had provided the announced comment in support of Carc. Cat. 2; R45. It consisted of 
SAR arguments and the appraisal of the available data by important Member States 
regulatory bodies. Several delegations, namely S, IRL, A, P, FIN, S, UK and N, supported or 
preferred Category 2. B. D, EL, E, I and NL found Category 3 better substantiated by the 
data.  NL disapproved of the SAR argument and judged single dose mouse data to be too 
poor a basis for such a decision. For UK the phenylhydrazine-initiated tumours in the mouse, 
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together with clear genotoxicity, matched the criteria for Category 2. UK and B were less 
convinced of the SAR, as different kinds of tumours were formed by the other hydrazines in 
the DK comment. D concurred with the interpretation of the background data by other 
Member States and explained their preference for Category 3, on balance, by in vivo 
genotoxicity not being sufficiently proven. F did not want to take a final position. All Member 
States defined the evidence to lie on the Category 2/3 borderline. Discussion of 
carcinogenicity will be continued at the next meeting with the effort of reaching a conclusion. 
Alternatively, the Specialised Experts should be asked for advice. 
 
Conclusion: 
The Group confirmed their agreement that phenylhydrazine, phenylhydrazinium chloride, 
phenylhydrazine hydrochloride, and phenylhydrazinium sulphate (2:1) should be classified 
with Muta. Cat. 3; R40 : T; R23/24/25-48/23/24/25 : Xi; R36/38 : R43 : N; R50. A conclusion 
on carcinogenicity by the Group should be sought at the next meeting. Alternatively, the 
Specialised Experts should be asked for advice. 
 
 
α-Chlorotoluene; benzyl chloride (C117), (602-037-00-3). 
Proposal: [Carc. Cat. 2; R45] : [Muta. Cat. 3; R40] [ n. c.] : [Repr. Cat. 3; R63] [n. c.] : T; 
R23 : Xn; R22[-48/22] : [Xi; R37/38-41]. 

ECBI/57/98 D, nine new classification proposals, including α-chlorotoluene (C117) 
ECBI/57/98 – Add. 1 UK, α-chlorotoluene (C117), HSE Risk assessment document 
ECBI/57/98 – Add. 5 D, alpha-chlorotoluene (C117), information concerning sensitisation 
 

α-Chlorotoluene is currently classified in Annex I with Carc. Cat. 3; R40 : T; R23 : Xn; R22 : Xi; 
R37/38-41 (19.ATP). The new D classification proposal represented revisions for the CMR endpoints 
only and contained some indication for skin sensitisation. – In March 99 the Group agreed to classify 
with T; R23 and Xn; R22. New documentation from the UK, covering all endpoints, was distributed. 
The UK proposal contained R48/22 in addition, and no classification for developmental toxicity. UK 
also questioned Muta. Cat. 3. The rodent forestomach tumour findings were to be discussed again 
once the IARC discussions on this subject had been completed. The Group noted IUCLID-data might 
justify R43. D was requested to check on corrosivity and sensitisation. Further discussion was 
postponed. – In September 99 the Environment Group agreed not to classify for dangers to the 
environment. 
 
The Group concurred that the described deaths and observations of organ damage, e.g. 
lesions of the heart, at ca. 60 mg/kg/d in a repeated dose oral rat study merited classification 
with Xn; R48/22.  
D and Industry informed the Group that in one out of several non-guideline skin irritation 
studies corrosivity of uncertain severity had been seen (‘strong redness’ of the rabbit skin, 24 
h duration of exposure, 7 d observation, study from 1979). NL noted that ‘corrosivity’ had 
been described in a dermal carcinogenicity study. The Group deduced strong irritation but 
not corrosivity from the information available in total, and agreed on classification with Xi; 
R37/38-41.  
On skin sensitisation, the Group shared the D and UK view that the evidence, statements on 
‘allergenicity’ in the guinea pig and the rat based on positive results in old unreliable studies, 
was insufficient for classification. 
The joint proposal by D and UK for Carc. Cat. 2; R45 was supported by the Group. Industry 
noted that there was positive evidence for tumours in the mouse forestomach, but was not 
convinced tumourigenicity had been demonstrated in the rat. 
D and UK had different positions on classification for mutagenicity. D was concerned about 
binding of this alkylating, in vitro genotoxic substance to testes DNA after i.v. administration, 
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despite negative results in standard in vivo assays. D noted with their proposal to classify 
with Muta. Cat. 3; R40 they wanted to take a precautionary approach. UK suggested the 
substance was a somatic cell mutagen, with no suitable evidence for germ cell mutagenicity. 
UK recalled the discussions in the context of the proposed change of wording for R40-
mutagens. For UK the available evidence for genotoxicity made the substance a ‘suspected 
carcinogen’, and in terms of the currently valid EU-criteria for mutagenicity and as long as the 
Muta. Cat. 3; R40-wording was not revised to include the proposed specification of the 
endpoint, UK could agree to the German proposal. NL questioned bone marrow exposure in 
the negative in vivo tests and favoured no classification overall, although the demonstration 
of DNA adducts in testes could be interpreted to be in support of Muta. Cat. 2; R46. In view of 
the highly reactive nature of the substance, the likelihood that the germ cells are reached was 
judged to be low. The Group finally decided not to classify for mutagenicity. 
As to their concerns for developmental toxicity, D explained impairment of development had 
been observed in a valid rat study at 100 mg/kg. UK claimed the delay of mean foetal length 
was an unspecific feature occurring at a dose, which had lead to deaths in other studies. UK 
felt the observations appropriately covered by classification with Xn; R48/22, a view shared 
by the majority of the Group.  
The Chair stated the agreements would be considered final, if no written comments are 
received within the deadline for the next meeting. 
 
Conclusion:  
The Group agreed that α-chlorotoluene should be classified with Carc. Cat. 2; R45 : T; R23 : 
Xn; R22-48/22 : Xi; R37/38-41. Symbol T. R-phrases 45-22-23-37/38-41-48/22. S-phrases 
53-45. Nota E. No specific concentration limits. If no written comments are received within 
the deadline for the next meeting, the proposal would be sent to DG ENV for possible 
inclusion in a future TPC. 
 
 
Sodium selenite (Y003), EC No. 233-267-9, CAS No. 10102-18-8. 
Proposal: [Repr. Cat. 3; R63 ] : T+; R28 : T; R23 [n.c.] : R31 : [Xi; R36/37/38] [Xi; 

R37/38-41] [C; R34] : R43 : N; R51-53. 
ECBI/01/97 Eurométaux, summary of health concerns for sodium selenite, Y003 
ECBI/01/97 - Add. 2 Eurométaux, additional information on sodium selenite, Y003 
ECBI/01/97 - Add. 5 EUROMETAUX, sodium selenite (Y003), new classification proposal 
ECBI/01/97 - Add. 6 EUROMETAUX, sodium selenite (Y003), comment and revised classification 

proposal 
 
This substance is currently included in Annex I in the selenium group entry (034-002-00-8) with the 
classification T; R23/25 : R33 : N; R50-53. Nota A. – At the June 1997 environment meeting, sodium 
selenite was classified with N; R51-53. Two additional selenium acid compounds in EINECS are 
sodium selenite pentahydrate (EC No.: 233-267-9 and CAS No.: 26970-82-1) and selenium acid (EC 
No.: 231-974-7 and CAS No.: 7783-00-8). However, these are not marketed in Europe and no data 
are available on these substances. – In April 1997, The Group agreed to return to a discussion of the 
classification proposal. Eurométaux were asked to provide more information. – In July 1997, the 
Group confirmed that the proposal would not be discussed again until Eurométaux had returned 
with a complete proposal for this substance. – In October 1997 Eurométaux stated there was a 
problem with providing extra data and that if there was no further information available then a 
separate proposal was not needed. They announced to return with their decision before the 31st of 
October 1997. – In October 1998 the question as to the further procedure with this substance for 
which serious effects on human health were indicated in ECBI/01/97 was not discussed due to time 
constraints. – In March 99 the Group took note of the absence of EUROMÉTAUX at the meeting and 
identified the summary proposal update by EUROMÉTAUX to be incomplete and to lack sufficient 
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detail in relation to the hazardous properties indicated in ECBI/01/97. Classification with T+; R28 and 
R43 was agreed. In the absence of reasoning for acute inhalation toxicity, T; R23 was applied from 
the generic entry for prudence. The Group found that R31 is warranted. The available information on 
irritant effects to the skin and the eye suggested the substance to be corrosive or at least severely 
irritant. Classification with C; R34 was suggested by D, IRL, NL and F. D and IRL indicated that Xi; 
R37/38-41 might turn out sufficient. The Group noted the lack of information on genotoxicity and 
effects on fertility and fetotoxicity, endpoints of concern according to the original data sheet. 
Regarding the question how to proceed with this substance, the Group suggested that the ECB 
informed EUROMÉTAUX in writing about the agreements reached, where more detailed information 
was required and requested a full review of the available data for the CMR endpoints. If Industry 
could not provide the necessary documentation in time for the next meeting in October 1999, IRL 
would volunteer for elaboration of a complete classification proposal. The Group noted this 
substance should urgently be included in Annex I as a separate entry due to the severity of its 
hazardous properties. 
 
EUROMETAUX had provided an update of the classification proposal and objected to T; 
R23 as no specific information in support was available. R37 was more appropriate from the 
data. EUROMETAUX wanted to supply the original evidence.  
UK and D noted that in the updated proposal, as in earlier ones, sufficient information was 
only available for acute oral toxicity. Neither the proposed deletion of T; R23, nor the 
proposed classification for developmental toxicity, nor the required discussion of 
carcinogenicity was furnished with the necessary information. UK felt there was no urgent 
need to take the substance out of the group entry, the Group should leave the application of 
higher standards up to self-classification by Industry. The Chair stressed the original 
intention of Industry to upgrade classification specifically for this selenium compound to 
‘very toxic’ for the acute oral route. Now classification of the substance was covered by the 
joint entry of selenium compounds. According to the Chair’s interpretation, in this situation 
the Directive only allowed the published, harmonised classification of the joint entry to be 
applied for the sodium salt. Consideration was given to the possible creation of a specific 
Annex I entry, which would only take into account the solidly founded and agreed changes in 
classification in comparison to the group entry, whereas for insufficiently documented 
endpoints the classification would be the same as for the group entry. The envisaged 
solution would give legal value to the substance-specific agreements, avoid uncertainties as 
to the correct classification and, thus, would further harmonisation. Several Member States, 
like NL, F and UK, indicated dissatisfaction with this solution, and rather wanted to withdraw 
the substance from further discussion. UK stressed they could not accept sending of the 
substance to a TPC without all endpoints having been discussed. DK was in favour of a 
specific Annex I entry, to allow Industry to apply a higher standard. UK observed there were 
differences in interpretation of the legal requirements of the Directive in the Member States. 
The Commission wanted to consult further on the appropriate procedure. 
 
Conclusion:  
The Commission wanted to consult on the appropriate procedure for sodium selenite, which 
would either be the proposal to include the Group agreement to classify with T+; R28 : T; 
R23 : R31: R43 : N; R51-53 in Annex I, or withdrawal from further discussion.  
 
 
3.2 Classification of substances not yet in Annex I: 
 
Octamethylcyclotetrasiloxane (Y009), EC. No. 209-136-7, CAS No. 556-67-2. 
Proposal: [Repr. Cat. 3; R62] [Repr. Cat. 2; R60-61] : R53.    

ECBI/37/98 Centre Europ.d.Silicones, classification proposal for D4 / 
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Octamethylcyclotetrasiloxane, Y009 
ECBI/37/98 - Add. 1 Centre Europ.d.Silicones, classification proposal for D4, Y009, paper form dated 

23.6.98 
ECBI/37/98 - Add. 2 Centre Europ.d.Silicones, classification proposal for D4, Y009, CES position 

statement dated 31.3.98 
ECBI/37/98 - Add. 3 Centre Europ.d.Silicones, classification proposal for D4, Y009, Scientific Position 

Paper dated 23.6.98 
ECBI/37/98 - Add. 4 S, Y009, Organosiloxanes and Female Reproductive System, Publication J.F. 

Hayden and S.A. Barlow (1972) 
ECBI/37/98 - Add. 5 ES, IUCLID-export file Octamethylcyclotetrasiloxane (D4) (Y009, CAS No. 556-

67-2) 
ECBI/37/98 - Add. 6 CES, D4 / Cyclotetrasiloxane, Y009, classification for toxicity to reproduction, 

scientific position papers  
ECBI/37/98 - Add. 7 S, Y009, octamethylcyclotetrasiloxane and reproduction toxicity 
ECBI/37/98 - Add. 8 CES, D4 / octamethylcyclotetrasiloxane, Y009, discussion paper on the 

classification for toxicity to reproduction 
 

The classification proposal was sent by CEFIC / Centre Europeen des Silicones, and had yet to be 
discussed for health effects. - In September 1998 it was agreed to classify with R53 for environmental 
concerns. - In October 1998 the proposal was not discussed due to time constraints. – In March 99 
Repr. Cat. 3; R62 was challanged by NL and S who maintained that a Cat. 2; R60 classification was 
warranted from the reproducibly observed clear effects in animals. S stated that the substance 
showed a close structural relationship to known xenoestrogens, and the observations with the 
substance were indicative of the same mechanism. NL thought that the substance should also be 
classified with Repr. Cat. 2; R61. Industry offered arguments why these views were not valid and 
wanted to send summaries of all relevant study reports. S presented the results of a study indicative 
of estrogenic effects. The Group wanted to examine all the new information and revisit the substance. 
 
S reported on fruitful discussions with Industry since the last meeting and wanted to 
scrutinise the available mechanistic data further, as well as await the results of mechanistic 
studies currently performed by Industry. Industry reckoned they would be able to provide 
the results either in time for, or shortly after the next meeting of the Group, 19-21 January 
2000. NL stated they had taken all new information into account, arriving at acceptance of 
the Industry proposal for Repr. Cat. 3; R62. In addition, NL did not have concerns for 
developmental toxicity anymore. The Group provisionally agreed on classification with Repr. 
Cat. 3; R62. The substance would be scheduled for a final decision, when the results from 
the on-going Industry studies would have been made available to the Group.  
 
Conclusion:  
The Group provisionally agreed that octamethylcyclotetrasiloxane should be classified with 
Repr. Cat. 3; R62. The final decision should be sought, when the results of the on-going 
mechanistic studies would have been made available to the Group.  
 

 
3.3 Current status of progress concerning substances not scheduled for continued 

or first discussion at this meeting 
 
N,N-Dimethylacetamide (A034), (616-011-00-4). 
Proposal: Repr. Cat. 2; R61 : Xn; R20/21. 
Concentration limits: C > 25%:   T; R61-20/21 
  [5%] < C < 25%:  T; R61. 

ECBI/19/95 - Add. 4 D, classification proposal for A034 
ECBI/19/95 - Add. 5 D, copy of doc. XI/028/90 - Add. 4 
ECBI/19/95 - Add. 9 D, additional information on A034 
ECBI/19/95 - Add. 12 I, comments on classification of A034 
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ECBI/19/95 - Add. 13 CEFIC, literature review on reproductive toxicity of  A034 
ECBI/19/95 - Add. 14 I, Developmental toxicity study in rats and comments. 
ECBI/19/95 - Add. 15 CEFIC, Comments on report of dimethylacetamide classification decision. 
ECBI/19/95 - Add. 16 DuPont, dimethylacetamide, socio-economic consequences 
ECBI/19/95 - Add. 17 IRSFC, dimethylacetamide, position statement 
ECBI/19/95 - Add. 18 D, dimethylacetamide, concentration limits for reproductive toxicity 
ECBI/19/95 - Add. 19 D, dimethylacetamide, concentration limits for acute toxicity 
ECBI/35/98 - Rev. 1 Specialised Experts Meeting Record, Arona, 24-25th June 1998 

 
The present entry in Annex I (12. ATP) has the classification: Xn; R20/21, Xi; R36, with specific 
concentration limits for Xn; R20/21 to a lower limit of 12.5%. Agreement has been reached to classify 
the substance with Xn; R20/21 and not to classify the substance for effects on the environment (3/96). 
Reproductive toxicity was an outstanding issue. - In June 1998, the Specialised Experts advised that 
dimethylacetamide should be classified for reproductive toxicity with Repr. Cat. 2; R61 and this was 
endorsed by the Group in July 1998. D indicated that a proposal for specific concentration limits 
(reproductive toxicity) was to be presented to the next meeting of the Group. - On the basis of the D 
proposal, in October 1998 the Group agreed that more work was needed before a decision could be 
reached. The Group confirmed classification with Repr. Cat 2; R61 : Xn; R20/21. Symbol T. R-
phrases 61-20/21. S-phrases were still to be agreed. D, NL and UK were to prepare documentation 
for further consideration of the proposal for specific concentration limits in time for the next meeting. 
This would also include a comment on the applicability of the current specific limit of 12.5% set for 
R20/21. – In March 99 the joint D/NL/UK working paper was not yet available. Information was 
provided by D that the special Working Group would meet on 15th April. IRL and I could accept the 
German proposal for a higher limit of 5% because N,N-dimethylacetamide was a developmental 
toxicant of low potency. UK, S and F preferred to wait for the outcome of the discussions of the 
special Working Group. The Group concurred with the German rationale to apply the general 
concentration limits for the acute toxicity endpoints.   
 
In the absence of new documentation, D was requested to report on the progress of the 
special Working Group, established to assist the Group in reaching a decision on the 
German proposal for a specific higher concentration limit for the developmental toxicity 
classification. According to D the special Working Group had met in April. A basic scheme 
had been developed and the conclusion reached that for a sound broader approach an 
intensive discussion was required on the basis of data from 15 chosen substance examples. 
The special Working Group would meet again, probably early next year. 
The Group observed that finalisation of this substance was urgent and could be uncoupled 
from the development of a general method for derivation of specific concentration limits both 
for fertility and developmental toxicity classifications. The question was whether the D 
proposal for 5% was acceptable in this specific case. While some delegations were reluctant 
on this issue, several Member States indicated their support of a specific decision in line with 
the German proposal (ECBI/19/95 – Add. 18), to be taken at the next meeting in view of the 
difficult long-term development of a general method.      
 
Conclusion: 
The Group confirmed their earlier agreement, which was to classify N,N-dimethylacetamide 
with Repr. Cat. 2; R61 : Xn; R20/21. Symbol T. R-phrases 61-20/21. S-phrases were agreed 
as 53-45 and the concentration limits for Xn; R20/21 as 25%. In view of the difficult long-term 
development of a general method, the Group agreed an effort should be made at the next 
meeting to decide individually on the proposal for a specific concentration limit for the 
developmental toxicity classification.  
 
 
1-Phenylazo-2-naphthol; C. I. Solvent Yellow 14 (D080), EC No. 212-668-2, CAS No. 
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842-07-9. 
Proposal: Carc. Cat. 3; R40 : Muta. Cat. 3; R40 : R43. 

ECBI/57/98 D, nine new classification proposals, including C.I. Solvent Yellow 14 (D080) 
ECBI/57/98 – Add. 9 D, Solvent Yellow 14 (D080), information concerning sensitisation (article Sato et 

al., 1981) 
 

The classification proposal for this substance, which is not yet included in Annex I, was sent by D. – In 
March 99 the proposal to classify with Carc. Cat. 3; R40 : Muta. Cat. 3; R40 : R43 was supported by 
the Group. D was asked to search for information on the sensitising potency in humans, as C. I. 
Solvent Yellow 14 was used in products with public contact. – In September 1999 it was agreed to 
classify with R53 for environmental concerns, unless new data would suggest otherwise until the next 
meeting. 
 
No written documentation had been received on the outstanding question of the sensitising 
potency in humans.  
D had examined case reports from Japan where the substance had been contained in a 
cosmetic product as an impurity. From this information, D said, no recommendation for a 
specific concentration limit for skin sensitisation was deducible. According to a guinea pig 
maximisation test, modified to take the low substance solubility into account, the dose-effect 
relationship indicated sensitisation to occur at extremely low doses. After a first evaluation the 
concentration limit would have to be in the range of 10 ppm; this, however, needed to be 
examined further. The background was described in the room document ECBI/57/98 – Add. 9. 
Industry noted the maximisation test method had been modified in a way usually applied to 
detect weak allergens. According to Industry, in the mouse local lymph-node assay Solvent 
Yellow had been tested with medium to high potency.  
D promised to prepare a proposal for a specific concentration limit for skin sensitisation until 
the meeting in January 2000.  
 
Conclusion:  
The Group confirmed their earlier agreement that C. I. Solvent Yellow 14 should be classified 
with Carc. Cat. 3; R40 : Muta. Cat. 3; R40 : R43. Symbol Xn. R-phrases 40-43. S-phrases (2-
)22-36/37-46. D wanted to prepare a proposal for a specific concentration limit for skin 
sensitisation until the next meeting.  
 
 
Creosote     

ECBI/18/99 W.D. Betts, creosote, comment on the SCTEE opinion and on the Fraunhofer/ 
ITA carcinogenicity study 

ECBI/18/99 – Add. 1 W.D. Betts, creosote, comment update 
 

Evaluation of new information on carcinogenicity of creosote had been listed in October 98 by some 
Member States as future work of high priority. – In March 99 D informed the Group about a working 
document they were preparing for the next meeting in October 99.  
 
The working document from D was not yet ready. D confirmed that the current concentration 
limit in Nota M, 50 ppm resp. 0.005% w/w benzo[a]-pyrene, seemed too high according to the 
dermal carcinogenicity study of the Fraunhofer Institut. The German experts now faced 
problems with the calculation of a lower limit as the T25 concept was not designed for this 
route of administration and extrapolation between the routes proved very difficult. DK stressed 
that the issue was of high priority for them and confirmed the German statement that the limit 
dose 50 ppm was too high. Effects had been seen at 10 ppm in the Fraunhofer study, which 
they did not find reflected in the submitted comment from Industry. D wanted to prepare the 
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background document for the meeting in January 2000.  
 
 
4.  First discussion of new proposals for substances already in Annex I: 
 
2-Butoxyethanol (F022), 603-014-00-0. 
Proposal: [Carc. Cat. 3; R40] : [[Repr. Cat. 3; R63]] : [Xn; R20/21/22] : [Xi; R38-41]. 

ECBI/35/99 F, 2-butoxyethanol (F022), proposal for revision of C&L  
ECBI/35/99 - Add. 1 CEFIC, 2-butoxyethanol (F022), comment on proposal for revision of C&L 

 
The current Annex I classification (12. ATP) is Xn; R20/21/22 : Xi; R37. Specific concentration limits: 
C >20% Xn; R20/21/22-37 : 12.5%< C <20% Xn; R20/21/22. – The proposal for a revised 
classification was sent by F. – In September 1997 and in September 1999 the Environment Group 
agreed not to classify the substance for dangers to the environment. 
 
The Group supported the rationale presented by F for classification with Xn; R20/21/22. The 
Group was not convinced by the comment from Industry, that the evidence of hemolysis in 
mice and rats was not relevant for humans, as rodents were particularly sensitive to this 
toxicity profile whereas human blood was resistant. 
The Group agreed to classify with Xi; R38.  
Contradictory data were available on eye irritation. In one study no eye irritation had been 
seen, in another, which F had based their proposal for R41 on, effects on the eyes had been 
described as irreversible. The Group provisionally agreed to classify with Xi; R41.  
As to carcinogenicity F informed the Group of a recent NTP report, which was not yet 
finalised. In female rats pheochromocytomas had been elevated, but overall the evidence 
had been judged in the NTP report to be ‘negative’ for carcinogenicity in the rat. In mice the 
substance produced tumours of the liver and the forestomach. N supported the F proposal for 
Carc. Cat. 3; R40 and informed the Group that this substance had been among 100, which 
IARC had evaluated for forestomach tumours. S had a preference for Cat. 3. B argued that 
no classification was warranted, the tumours were only seen at high doses, and the types 
and the target organs were of no relevance for humans. In addition, the substance was not 
genotoxic. UK were interested to see the final NTP report and the mechanistic data from 
ongoing studies commissioned by Industry before reaching a final position, but 
considerations similar to those presented by B rather led to no classification. UK was 
interested to see mechanistic data. Industry explained research was under way on the 
tumour-forming mechanism. They presumed the sex-specific, MTD dose-triggered mouse 
liver tumours to ensue from oxidative stress due to hemolysis. In the NTP report the outcome 
was ‘some evidence of carcinogenicity’ for female mice. D added that the NTP report would 
be available in an advanced status shortly. – The Group wanted to continue the discussion 
of carcinogenicity at the next meeting. 
F explained they had some borderline concern for effects on the development, both from 
studies with mice and one unusual observation in a rat study. In the mouse reduced 
reproduction index had repeatedly been found at high doses. Ventricular septal defects had 
been observed in the developing rat at maternally toxic doses. No effects had been seen in 
several other investigations employing rats. The Group felt that the evidence did not merit 
classification.  
 
Conclusion: 
The Group agreed that 2-butoxyethanol should be classified with Xn; R20/21/22 : Xi; R38, 
and provisionally agreed classification with Xi; R41. Agreement was reached that the 
substance should not be classified for developmental toxicity. The discussion of 
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carcinogenicity was to be continued at the next meeting. 
  
 
5.    First discussion of new proposals for substances not in Annex I: 

 
9-Vinylcarbazole (D081), EC No. 216-055-0, CAS No. 1484-13-5. 
Proposal: [Muta. Cat. 3; R40] : [Xn; R21/22] : [Xi; R38] : [R43] : N; R50-53. 

ECBI/57/98 D, nine new classification proposals, including 9-vinylcarbazole (D081) 
ECBI/57/98 – Add. 3 D, 9-vinylcarbazole (D081), rationale for classification proposal 

 
The classification proposal for this substance, which is not yet included in Annex I, was sent by D. – In 
March 99 the substance was not discussed due to time constraints. – In September 99 it was agreed to 
classify with N; R50-53 for dangers to the environment. 
 
The Group supported the D proposal for classification with Muta. Cat. 3; R40, Xn; R21 and 
R43. 
On acute oral toxicity, UK questioned why the rat data had been exclusively used for 
evaluation, leading to the proposal for Xn; R22, and the evidence from mouse and guinea pig 
studies in support of T; R25 had been dismissed. D justified this with the rat being the 
standard species for evaluation, but acknowledged that the guinea pig seemed to be the more 
sensitive species. They did not believe any weight should be given to the mouse data, which 
represented a citation from a Handbook of Toxicology. Of course, D said, they had no 
knowledge on the relative sensitivity of man. Two valid rat studies were available, with LD50s 
of 1600 and 1350 mg/kg and the dose-effect relationships being clearly demonstrated. UK 
was not certain they could accept the overall evaluation of the evidence by D. The discussion 
would be continued at the next meeting. 
UK wanted to see the substance classified with Xn; R48/21, based on 80% deaths and 
observations of asthma-like symptoms at 100 mg/kg in a repeated dose dermal guinea pig 
study. D wanted to examine the data further until the next meeting. 
IRL found the proposal for Xi; R38 difficult to accept and requested postponement of the 
decision.  
 
D was aware of discussible points but stressed that the substance had primarily been 
submitted to the Group to achieve a harmonised classification for concerns of mutagenicity.  
NL proposed that Member States who did not agree on the data evaluation for certain 
endpoints, might want to take up bilateral contact with D in order to allow finalisation of the 
discussions at the next meeting. UK welcomed this suggestion.    
 
Conclusion:  
The Group agreed that 9-vinylcarbazole should be classified with Muta. Cat. 3; R40 : Xn; 
R21 : R43 : N; R50-53. The discussion of acute oral toxicity, repeated dose dermal toxicity 
and skin irritation would be continued at the next meeting. 
 
 
Neodecanoyl chloride (D082), EC No. 254-875-0, CAS No. 40292-82-8. 
Proposal: [T+; R26] : [Xn; R22] : [Xi; R37/38] : [R52-53].  

ECBI/57/98 D, nine new classification proposals, including neodecanoyl chloride (D082) 
 

The classification proposal for this substance, which is not yet included in Annex I, was sent by D. – In 
March 99 the substance was not discussed due to time constraints. – In September 99 provisional 
agreement was reached to classify with R52-53 for dangers to the environment. 
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The Group agreed to classify with T+; R26 and Xn; R22. 
On skin irritation, D explained, the observations in an old test with this substance had been 
described as ‘vellum-like’. In a comparable case of the recent past (triethylamine), an old test 
had been repeated according to modern standards, in order to clarify what this wording really 
stood for. Then full thickness destruction of the skin had been found. Hence, D felt C; R34 
might be more appropriate. Industry was not convinced that this comparison should lead to 
classification as corrosive. D, furthermore, elaborated that the liquid form was not irritating to 
the eye, due to low water solubility of the long chain of sequential CH2s in the molecule, but 
the vapour exerted irritation.  The Group supported the German interpretation of the evidence, 
leading to the revised proposal for C; R34, and agreed on specific concentration limits to 
include R37.      

 
Conclusion:  
The Group agreed that neodecanoyl chloride should be classified with T+; R26 : Xn; R22 : C; 
R34 : [R52-53]. Symbol T+. R-phrases 22-26-34[-52/53]. S-phrases (1/2-)26-28-36/37/39-45[-
61]. No Nota. Specific concentration limits: C >25% T+; R22-26-34 : 10%< C <25% T+; R26-
34 : 7%< C <10% T+; R26-36/37/38 : 5%< C <7% T; R23-36/37/38 : 1%< C <5% T; R23 : 
0.1%< C <1% Xn; R20. After finalisation of the discussions on the environment, the proposal 
would be sent to DG ENV for possible inclusion in a future TPC.  
 
 
C.I. Basic Violet 3 (D083), (EC No. 208-953-6). 
Proposal: [Carc. Cat. 3; R40] : [Xn; R22] : [Xi; R41] : N; R50-53. 

ECBI/59/98 D, new classification proposals (D083-D092) 
 
The substance is currently not classified in Annex I. A full classification datasheet was provided by D 
for this classification proposal. – In September 99 it was agreed to classify with N; R50-53 for dangers 
to the environment. 
 
Conclusion: 
Due to time constraints, discussion of the classification proposal had to be postponed to the 
next meeting. 
 
 
Furan (D084), (EC No. 203-727-3). 
Proposal: [Carc. Cat. 3; R40] : R52-53. 

ECBI/59/98 D, new classification proposals (D083-D092) 
 
The substance is currently not classified in Annex I. The D classification proposal on an Annex I sheet 
was supplemented with data on the CMR endpoints and the Comments from the German “Advisory 
Group for Toxicology” of the Hazardous Substances Committee with regard to the question of the 
classification. – In September 99 it was agreed to classify with R52-53 for dangers to the 
environment. 
 
Conclusion: 
Due to time constraints, discussion of the classification proposal had to be postponed to the 
next meeting. 
 
 
C.I. Disperse Yellow 3 (D085), (EC No. 220-600-8). 
Proposal: [Carc. Cat. 3; R40] : [R43]. 
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ECBI/59/98 D, new classification proposals (D083-D092) 
 
The substance is currently not classified in Annex I. The D classification proposal on an Annex I sheet 
was based on a NTP Report and a NIOSH Report. – In September 99 it was agreed not to classify for 
dangers to the environment due to lack of data. 
 
Conclusion: 
Due to time constraints, discussion of the classification proposal had to be postponed to the 
next meeting. 
  
 
2,3-Dibromopropan-1-ol (D086), (EC No. 202-480-9). 
Proposal: [Carc. Cat. 2; R45]. 

ECBI/59/98 D, new classification proposals (D083-D092) 
ECBI/59/98 – Add. 1 D, 2,3-dibromopropan-1-ol (D086), more information in support of classification 

proposal 
 
The substance is currently not classified in Annex I. The D classification proposal on an Annex I sheet 
was based on a NTP Report. – In September 99 it was agreed to continue the discussion of dangers 
to the environment at the next meeting. 
 
Conclusion: 
Due to time constraints, discussion of the classification proposal had to be postponed to the 
next meeting. 
 
 
N-Methylformamide (D087), (EC No. 204-624-6). 
Proposal: [Repr. Cat. 2; R61] : [Xi; R36]. 

 ECBI/59/98 D, new classification proposals (D083-D092) 
 
The substance is currently not classified in Annex I. The D classification proposal on an Annex I sheet 
was based on the IUCLID data set. The structural analogue dimethyl formamide (616-001-00-X, 
19.ATP) is classified with Repr. Cat. 2; R61 : Xn; R20/21 : Xi; R36. – In September 99 it was agreed 
not to classify for dangers to the environment. 
 
Conclusion: 
Due to time constraints, discussion of the classification proposal had to be postponed to the 
next meeting. 
 
 
Bis(2-methoxyethyl) ether (D088), (EC No. 203-924-4). 
Proposal: [R10] : [Repr. Cat. 2; R60-61]. 

ECBI/59/98 D, new classification proposals (D083-D092) 
 
The substance is currently not classified in Annex I. A full classification datasheet was provided by D 
for this classification proposal. – In September 99 it was agreed not to classify for dangers to the 
environment due to lack of data. 
 
Conclusion: 
Due to time constraints, discussion of the classification proposal had to be postponed to the 
next meeting. 
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Formamide (D089), (EC No. 200-842-0). 
Proposal: [Repr. Cat. 2; R61]. 

ECBI/59/98 D, new classification proposals (D083-D092) 
 
The substance is currently not classified in Annex I. A full classification datasheet was provided by D 
for this classification proposal. – In September 99 it was agreed not to classify for dangers to the 
environment. 
 
Conclusion: 
Due to time constraints, discussion of the classification proposal had to be postponed to the 
next meeting. 
 
 
N-Methylacetamide (D091), (EC No. 201-182-6). 
Proposal: [Repr. Cat. 2; R61]. 

ECBI/59/98 D, new classification proposals (D083-D092) 
 
The substance is currently not classified in Annex I. Agreement has been reached to classify the 
structural analogue N,N-dimethylacetamide (616-011-00-4) with Repr. Cat. 2; R61 : Xhn; R20/21. The 
D classification proposal on an Annex I sheet was supplemented with Comments from the German 
“Advisory Group for Toxicology” of the Hazard-ous Substances Committee with regard to the question 
of the classification for CMR endpoints. – In September 99 it was agreed not to classify for dangers to 
the environment. 
 
Conclusion: 
Due to time constraints, discussion of the classification proposal had to be postponed to the 
next meeting. 
 
 
Methoxyacetic acid (D092), (EC No. 210-894-6). 
Proposal: [Repr. Cat. 2; R60-61] ; [Xn; R22] : [C; R34]. 

ECBI/59/98 D, new classification proposals (D083-D092) 
 
The substance is currently not classified in Annex I. A full classification datasheet was provided by D 
for this classification proposal. – In September 99 it was agreed not to classify for dangers to the 
environment due to lack of data. 
 
Conclusion: 
Due to time constraints, discussion of the classification proposal had to be postponed to the 
next meeting. 
 
 
Boric acid (K073), (EC nos. 233-139-2; 234-343-4),  
Proposal: [Repr. Cat. 2; R60] : [Repr. Cat. 2; R61] [Repr. Cat. 3; R63] : [Xn; R48/22]. 

ECBI/04/99 DK, boric acid (K073) and borax (K074), evaluation of toxicity to reproduction   
ECBI/04/99 – Add. 1 F, boric acid (K073), classification dossier and proposal 
ECBI/04/99 – Add. 2 DK, boric acid (K073), classification dossier and proposal 
ECBI/04/99 – Add. 4 Borax Europe, comment on classification proposals for boric acid (K073) and 

borax (K074) 
ECBI/04/99 – Add. 5 F, boric acid (K073), classification for the environment 
ECBI/04/99 – Add. 6 CEFIC, comment on classification proposals for boric acid (K073) and borax 

(K074) 
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Classification proposals for boric acid, which is not yet included in Annex I, were received from DK and 
F. – In March 99 DK and F introduced the data. Effects of boric acid on fertility, including testes atrophy 
in rats, mice and dogs, and effects on the developing organism had lead to similar conclusions by both 
Member States. Industry critisised that DK had recalculated all doses back to elemental boron. The 
pharmacokinetics of the different boron-containing substances tested were different, the total molecule 
had to be taken into account to get a true picture of the potency of each compound. Further dealing 
with the information was postponed. – In September 99 it was agreed not to classify for dangers to the 
environment. 
 
Industry had provided an appraisal of the animal data and arguments why boric acid and 
borates do not represent a reproductive hazard to humans. DK noted that the equivalent 
dose calculations contained in the Industry paper were usually not applied for classification 
purposes and found they did not fit into the criteria. The animal evidence was clearly in 
support of classification in Category 2 for effects on fertility. F agreed and remarked that 
epidemiological studies had not yielded usable information, therefore the Group had to find 
the decision on the basis of the animal data. For them Category 2 was warranted both for 
effects on fertility and on development. UK held the view that effects in animals were evident 
but the arguments from Industry why they should not be applied to the human situation 
deserved a debate according to the principles in section 3.1.1 of Annex VI. If humans had a 
limited capacity to absorb boric acid, as outlined by Industry, the question of relevance might 
need a detailed examination by the Group in mechanistic and quantitative terms in this 
exceptional case. NL concurred with UK and remarked upon several uncertainties involved. 
Furthermore, if humans responded with a vomit reflex to ingestion of high doses of boron, 
questions had to be asked on the dose levels causing vomiting, the distribution in the body, 
as well as the different sensitivities of populations. F agreed that part of the problem was how 
to interpret the regulation if there was evidence pointing at a lower concern for humans. 
While DK acknowledged the reasons given by UK and NL for a differentiated approach in the 
question of human relevance, they insisted in their disagreement to the calculation method by 
Industry for extrapolation, as there was no positive way to evaluate its appropriateness. S 
found their views reflected in the DK contribution on this issue; it needed to be stressed that 
equivalent doses and safety factor calculations were methods of risk and not hazard 
assessment. Industry emphasised that it was not a risk approach they had taken but they 
wanted to demonstrate that the hazard is not relevant for humans as effects would not occur 
at the same doses as in rats. After all the classification system was designed to protect man 
from real human hazards.  
I shared these considerations and added that the normal human daily intake of boron 
compounds was already high, so that it was surprising that no human data existed. A 
stressed the high interest of their national authorities that Austria acts as rapporteur for boric 
acid on the 4. ESR Priority List, which was currently under development. A thorough 
evaluation under the Existing Substances Programme could answer risk-associated 
questions.   
DK felt that there was not enough toxicokinetic information on boric acid and the borates, 
relevant in relation to reproduction toxicity. One would also want to know the contribution 
from other ways of uptake. 
Industry announced additional information on toxicokinetics and human clearance, as well 
as uptake through severely damaged skin (corrosivity) for future discussions. However, 
Industry was not certain when the data would be ready for distribution.  
The Group agreed to continue the discussion of toxicity to reproduction at the next meeting. 
 
The classification proposal Xn; R48/22 for oral repeated dose toxicity did not seem 
appropriate, as it also reflected effects on reproductive organs. This proposal would be 
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discussed in the context of toxicity to reproduction at the next meeting.  
 
Conclusion: 
The Group agreed to continue the discussion of reproduction and oral repeated dose toxicity 
at the next meeting.  
      
 
Borates (Borax, K074; orthoboric acid, sodium salt [1]; borax decahydrate [1]; 
disodium tetraborate, anhydrous [2]), (EC nos. 237-560-2 [1]; 215-540-4 [2]). 
Proposal: [Repr. Cat. 2; R60] : [Repr. Cat. 3; R63].   

ECBI/04/99 DK, boric acid (K073) and borax (K074), evaluation of toxicity to reproduction   
ECBI/04/99 – Add. 3 DK, borax (K074), classification dossier and proposal 
ECBI/04/99 – Add. 4 Borax Europe, comment on classification proposals for boric acid (K073) and 

borax (K074) 
ECBI/04/99 – Add. 6 CEFIC, comment on classification proposals for boric acid (K073) and borax 

(K074) 
 
The classification proposal for borax, which is not yet included in Annex I, was received from DK. – In 
March 99 a short introduction of the evidence was given by DK. Further discussion of the information 
was postponed. – In September 99 it was agreed not to classify for dangers to the environment. 
 
The borates were not discussed individually. For the content of the joint discussion of boric 
acid and other boron compounds see agenda point ‘boric acid’ above.   
  
 
2,2’-Oxydiethanol; diethylene glycol (M006), EC No. 203-872-2. 
Proposal: [Xn; R22] : [Environment: n. c.].  

ECBI/40/99 FIN, diethylene glycol (M006), data sheet and classification proposal  
  
The substance is currently not classified in Annex I. The classification datasheet and proposal was 
provided by FIN. 
  
Conclusion: 
Due to time constraints discussion of this substance had to be postponed to the next 
meeting. 
 
 
6. Classification of substances from the Risk Assessment Group 
 
6.1 Continued discussion 
       Entries in Annex I: 
 
1,3-Butadiene (C093), 601-013-00-X. 
Proposal: F+; R12 : [Carc. Cat. 1; R45] : Muta. Cat. 2; R46. 
Rapporteur: UK. 

ECBI/24/96 – Add. 17 UK, summary of documentation for outstanding health classification 1997 
ECBI/24/96 – Add. 51 UK, summary on status regarding classification for carcinogenicity 
ECBI/24/96 – Add. 68 UK, 1,3-butadiene (C093), update on health effects 
ECBI/24/96 – Add. 80 Lower Olefins Sector Group, 1,3-butadiene (C093), carcinogenicity, comment on 

classification, new information 
 

The substance is on the 1st ESR Priority List with UK as rapporteur. The present Annex I 
classification is : F+; R12 (introduced in the 1st. ATP as F; R13, since modified to F+ and R12) and 
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Carc. Cat. 2; R45 (introduced in the 12th. ATP) : Nota D. – The rapporteur recommended  addition of 
Muta. Cat. 2; R46 which was agreed in October 1997. Based on the results of a new epidemiology 
study , UK recommended that 1,3-butadiene be classified as a Category 1 carcinogen and also for 
repro-toxicity. – In October 1997 provisional agreement was reached for [Carc. Cat. 1; R45] with the 
prospect of further discussion at the next meeting. – In September 1997 the Group agreed that the 
substance should not be classified as dangerous to the environment. – In October 1998 UK reported 
that further information had been received from Industry which had not yet been fully scrutinised in 
order to allow a final position on the categorisation for carcinogenicity. B noted that toxicity to repro-
duction also was an unresolved point for consideration. Discussion of the outstanding classification 
issues was postponed to the next Meeting. – In March 99 a clear majority of Member States stated 
that the criteria for a Carc. Cat. 1 classification were met by the excess of lymphohematopoietic 
cancer and leukemia observed in three recent epidemiological studies after occupational exposure to 
1,3-butadiene. UK requested time for a final consultation with the ESR Rapporteur (who recently had 
proposed Carc. Cat. 2). B felt the evidence for toxicity to reproduction was not convincing enough for 
classification. 
 
UK accepted the agreement by the Group that 1,3-butadiene should be classified with Carc. 
Cat. 1; R45. The Member States felt that the discussion should only be re-opened in case the 
new studies announced by Industry to be available shortly change their opinion. 
 
Conclusion:  
The Group agreed to classify 1,3-butadiene with F+; R12 : Carc. Cat. 1; R45 : Muta. Cat. 2; 
R46. Symbol F+; T. R-phrases 45-46-12. S-phrases 53-45. Nota D. No specific concentration 
limits. Unless the new information announced by Industry necessitated re-opening of the 
discussion, the proposal would be sent to DG ENV for possible inclusion in a future TPC. 
 
 
Trichloroethylene (C048), 602-027-00-9. 
Proposal: [Carc. Cat. 2; R45] [Carc. Cat. 3; R40] : [Muta. Cat. 3; R40] : [Xn; R48/20] : 

R67 : Xi; R36/38 : [R64] : R52-53. 
Rapporteur: UK. 

ECBI/21/96 - Add. 2  Garlanda, I, data sheets on substances to be considered for R64. 
ECBI/11/97 - Add. 7 ECB, documentation on the carcinogenicity and mutagenicity of trichloroethylene 

for the Specialised Experts. 
ECBI/28/97 ECB, Summary Record of meeting of Specialised Experts. 
ECBI/24/96 - Add 16  N, information on polymorphism relevant to evaluation of carcinogenicity of 

trichloroethylene. 
ECBI/24/96 - Add 18  UK, summary classification proposal for trichloroethylene 
ECBI/24/96 - Add 23 and 34    S, article Schiestl et al., information on in vivo mutagenicity  
ECBI/24/96 - Add 35  S, two articles: trichloroethylene binding to DNA and protein in mice liver  

(Kautiainen et al.) and to protein in rat liver and rat plasma (Halmes et al.) 
ECBI/24/96 - Add 47  UK, update on outstanding issues, esp. chronic toxicity and its target tissues 
ECBI/24/96 - Add 48  S, position on categorisation for carcinogenicity and mutagenicity 
ECBI/24/96 - Add 49  S, article Robbiano et al., trichloroethylene in vivo genotoxicity study (rat kidney)  
ECBI/24/96 - Add 50  S, article Vamvakas et al., trichloroethylene epidemiology study, prepublication 

copy 
ECBI/24/96 - Add 56  FIN, position on categorisation for carcinogenicity 
ECBI/24/96 - Add 59 DE, five articles, information on trichloroethylene and kidney tumours (distributed 

at the Meeting) 
ECBI/24/96 - Add 60 DK, article Fechter et al., on trichloroethylene and ototoxicity (distributed at the 

Meeting) 
ECBI/24/96 – Add. 65 ICI, Trichloroethylene (C048), comment and further information relating to 

carcinogenicity 
ECBI/24/96 – Add. 67 UK, trichloroethylene (C048), update on health effects 
ECBI/24/96 – Add. 72 S, trichloroethylene (C048), publication Lash et al. 1999: S-(1,2-dichlorovinyl) 

glutathione in blood of human volunteers 
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ECBI/24/96 – Add. 73 S, trichloroethylene (C048), publication Morgan et al., 1998: aerospace workers 
exposed to TCE, cancer epidemiology study 

ECBI/24/96 – Add. 75 S, trichloroethylene (C048), three new published articles on carcinogenicity rela-
ted issues: Brauch et al., 1999; Boice et al., 1999; Dekant and Henschler, 1999 

ECBI/24/96 – Add. 78 S, trichloroethylene (C048), classification for neurotoxic effects 
 
The substance is on the 1st ESR Priority List with UK as rapporteur. The substance was first 
introduced in Annex I in the 1st. ATP with the classification Xn: R20/22. This classification was deleted 
in the 10th. ATP. The present classification in Annex I is Carc. Cat. 3; R40 (introduced in the 10th. 
ATP) and R52-53 (introduced in the 22nd. ATP) : specific concentration limit: C > 1% Xn; R40. The 
substance was discussed for the first time by the Group in September 1996 and again in January 1997 
where it was referred to the Specialised Experts for a discussion of the carcinogenicity and 
mutagenicity. The Specialised Experts’ recommendations from their June 1997 Meeting to classify with 
Carc. Cat. 2; R45 and not to classify for mutagenicity were referred back to the Group and discussed 
in July 1997. Then the Group agreed not to send the classification Carc. Cat. 2; R45 to DGXI at the 
present time, but to wait for the additional mutagenicity and mechanistic studies. Classification with Xn; 
R20 or Xn; R48/20 and Xi; R36/38 would be discussed at the next meeting. In October 1997 the 
Group agreed to classify provisionally the substance with [Xn; R20]; Xi; R[36/]38. Further discussion 
was needed to reach an agreed proposal. – For the October 1998 meeting new information on 
mutagenicity and carcinogenicity was available. Regarding mutagenicity the majority of the Group was 
of the opinion that further expert assessment was needed as most of the tests employed were not 
standardised. With respect to carcinogenicity, some members of the Group were in support of a cat. 2 
classification. D and Industry announced the sending of additional documents, which ought to be 
taken into account for the discussion of carcinogenicity and mutagenicity. Ind felt that the present 
classification of Carc. Cat. 3; R40 and no classification for mutagenicity were appropriate. Discussion 
of all other hazards possibly leading to classification had to be postponed due to time constraints. 
Moreover, the Group noted a lack of coordination between the risk assessment and classification 
areas. – In March 99 in-depth discussion of mutagenicity and carcinogenicity was not scheduled as not 
all the announced information had been received. S informed the Group about a case that had been 
brought before the European Court by Industry as a consequence of the S legislation on use 
restrictions for trichloroethylene. D had plans to clarify critical points of the human evidence in a 
separate special meeting in Germany, and invited the other delegations to send their experts. Instead 
of the provisionally agreed classification with Xn; R20 in October 1997, the new UK proposal for R67 
was supported, as the observed effects and the dose range where they occurred were better met by 
the new criteria for R67. N, S and DK proposed Xn; R48/20 for persistent hearing loss in animals and 
irreversible trigeminus neuropathy. As to immunotoxicity and effects on the liver, the Group agreed not 
to classify with R48. Classification with Xi; R38 was confirmed by the Group, following their earlier 
agreement. Industry wanted to provide more information on eye irritation. In relation to the question 
whether classification with R64 was warranted, the Group felt a principle debate on the use of R64 
was needed first. The discussion of repeated dose effects, carcinogenicity, mutagenicity, and harm to 
the breast-fed baby was carried forward. The Group agreed to decide at the following meeting whether 
the Specialised Experts should be asked for advice on carcinogenicity and mutagenicity, based on 
new documentation available since they first considered these issues in July 1997. 
 
S confirmed their earlier proposal, Xn; R48/20, due to ototoxicity, trigeminal nerve alterations 
in both animals and humans, PNS and CNS disturbances observed in workers, and high 
volatility of trichloroethylene (detailed arguments in ECBI/24/96–Add.78). DK and N shared 
this position. Industry objected as in animal studies neurotoxicity only occurred at high 
trichloroethylene concentrations, e.g. 2500 ppm in the Dow 1993 rat study, and evidence for 
long-term effects on the brain functions was lacking. The contaminant, dichloroacetylene, was 
responsible for the trigeminal nerve effects seen at lower concentrations in other studies. No 
ototoxicity was observed in workplace studies. For D, F, IRL, NL, UK and I the concerns for 
neurotoxicity were already met by the more appropriate classification with R67 for the narcotic 
properties, which occurred at the relevant concentration range. B, EL, A, P, FIN and ES 
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indicated no firm position, they were inclined to accept the majority vote in this borderline 
case. DK were certain the specific observations (not only unspecific narcotic effects) did not fit 
into the criteria for R67 and this case and similar ones deserved more attention. Therefore, DK 
hoped a general discussion on the use of R67 vs. Xn; R48/20 could be launched in the near 
future. D supported extended guidance on neurotoxicity but felt it was important to include 
considerations as to which doses already caused acute narcosis. - The issue of classification 
of trichloroethylene with Xn; R48/20 would only be scheduled in the context of a future general 
discussion.   
 
New investigations into mutagenicity using non-standardised protocols had yielded controver-
sial results. S, DK, A and N felt that the evidence from a recent mouse spot test (published 
1997), a kidney micronucleus assay (1998) and the study on the human von Hippel-Lindau 
tumour suppressor gene (1999) merited classification with Muta. Cat. 3; R40. The majority of 
Member States concurred that the new evidence was difficult to assess and not sufficiently 
reliable to justify classification. S was dissatisfied that the decision should only be based on 
the available guideline studies and favoured that the view of the Specialised Experts was 
obtained on the non-conventional investigations. UK pointed out that negative results in such 
studies usually are not accepted by Member States, and questioned the validity of accepting 
positive results. Moreover, the question to be addressed was whether trichloroethylene may 
cause germ cell mutations.  
For clarification, Industry referred to the proceedings within the ESR risk assessment, which 
was based on the assumption, rejected by Industry, that trichloroethylene was a genotoxic 
carcinogen. 
 
On carcinogenicity, S urged that trichloroethylene should be deferred to the Specialised 
Experts once more, as important additional information had become available since 1997, 
irrespective of concomitant developments and discussions in other fora. FIN also felt the 
decision should be taken at the present meeting. However, the majority of the Group felt it 
was important to wait for the discussion and outcome of the Trichloroethylene Experts meeting 
in Frankfurt, 2nd December 99, which was to deal, in particular, with the human evidence. D 
clarified that all published epidemiological data would be considered and were presently 
collected in an overview evaluation. The meeting outcome would be available to the other 
Member States as an Addendum to the original position paper from the ‘Beraterkreis 
Toxikologie’. D renewed their invitation of Member States experts to the Frankfurt meeting, to 
which S and UK responded positively. D stressed that active participation and contributions 
would be welcome. The Chair stressed that despite the opinion-forming significance of the 
German meeting it was not to interfere with the normal decision-finding processes of the 
Working Group. S was dissatisfied that the decision whether to ask the advice of the 
Specialised Experts on carcinogenicity was postponed once more. Facing the tight time 
scale for the first meeting of Specialised Experts, planned for 2-3 March 2000, if a respective 
decision was taken at the January CMR meeting, the Chair proposed to shift the date of the 
SE meeting to April. UK emphasised that the high level of importance required best quality 
both of the decision on the classification for carcinogenicity of trichloroethylene and the 
administrative procedures.  
The proposed allocation of R64 was not discussed due to time constraints. 
  
Conclusion:  
The Group confirmed classification of trichloroethylene with Xi; R36/38 : R67 and agreed, 
currently not to classify with Xn; R48/20. This issue might re-enter the agenda in the context of 
a future general discussion of classification for neurotoxicity. Carcinogenicity and harm to the 
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breast-fed baby will be on the agenda of the next meeting. At the January 2000 meeting the 
decision will be taken whether the advice of the Specialised Experts should be sought once 
more on carcinogenicity and mutagenicity of trichloroethylene, based on new documentation 
available since they first considered these issues in July 1997.  
 
 
Tetrachloroethylene (S206), 602-028-00-4.       
Proposal: [Carc. Cat. 3; R40] [Carc. Cat. 2; R45] [no classification] : [Repr. Cat. 3; 
R62] [Repr. Cat. 1; R61] [Repr. Cat. 3; R63] [no classification] : [Xi; R38] : R67 : [R64] 
: N; R51-53. 
Rapporteur: UK. 

ECBI/21/96 - Add 2 Garlanda, I, proposal to apply R64  
ECBI/41/98 UK, tetrachloroethylene, summary of health C&L issues 
ECBI/41/98 - Add. 1 FIN, tetrachloroethylene, carcinogenicity  
ECBI/41/98 - Add. 2 Published paper, study of colour vision loss in exposed workers 
ECBI/41/98 - Add. 3 Published paper, study of effects on rat brain proteins 
ECBI/41/98 - Add. 4 FIN, Tetrachloroethylene (S206), two epidemiology studies (Vaughan et al. 

1997, Walker et al. 1997) 
ECBI/41/98 - Add. 5 D, Tetrachloroethylene, information on German Research Project relating to 

carcinogenicity 
ECBI/41/98 - Add. 6 S, Tetrachloroethylene, metabolites in urine of exposed humans (study by Birner 

et a. 1996) 
ECBI/41/98 - Add. 7 UK, tetrachloroethylene (S206), epidemiology study Doyle et al. 1997 
ECBI/41/98 - Add. 8 UK, tetrachloroethylene (S206), ESR substance, update 
ECBI/41/98 - Add. 9 S, tetrachloroethylene (S206), publication Voelkel et al. 1998: Biotransformation 

of Perchloroethylene in rats and humans 
ECBI/41/98 - Add. 10 S, tetrachloroethylene (S206), two published articles related to carcinogenicity: 

Voelkel et al. 1998; Paehler et al., 1999 
ECB4/21/99 ECB, WA 4 (ESR), draft summary record of ad-hoc sub-group meeting on 

carcinogenicity and mutagenicity of tetrachloroethylene, 20-21 October 1998                 
  

The substance is on the 2nd ESR Priority List with UK as rapporteur. The current Annex I classifica-
tion is Carc. Cat. 3; R40 : N; R51-53. Concentration limit > 1%: Xn; R40 (12./22. ATP) The Group 
agreed to maintain the present classification with concern to environment in September 1997. In July 
1998, the Group indicated that ultimately tetrachloroethylene would be referred to the Specialised 
Experts, anticipating difficulties in the discussion of carcinogenicity and reproductive toxicity 
classification. The question of when such a discussion by the Specialised Experts should take place 
was not resolved completely. However, given the views expressed at this meeting, the Specialised 
Experts would not be consulted on classification issues before the next meeting of the Group. – In 
October 1998 the Group agreed that tetrachloroethylene should be classified with Xi; R38. 
Discussions about acute inhalational toxicity, repeated dose effects (neurotoxicity), carcinogenicity 
and reproductive toxicity were to continue at the next meeting. FIN and S would provide copies of the 
new studies they had specifically referred to during this meeting. – In March 99 the Group agreed to 
classify tetrachloroethylene with R67. DK, S and N supported classification with Xn; R48/20 for 
neurotoxicity, e.g. colour vision alterations, but a clear majority of the Group felt classification was not 
warranted. S raised that a revision of the R48 criteria was needed. On carcinogenicity, the UK was 
doubtful if any classification was justified, but arguments for Carc Cat 3 might be considered. B, IRL, 
E and D supported the current classification with Cat. 3. S, FIN and N, supported by DK and I, 
proposed Cat. 2 based on toxicokinetic, epidemiological and animal evidence. I proposed that the 
advice of the Specialised Experts be sought. D informed about an ongoing German Research 
Project, a statistical (meta) analysis of human carcinogenicity data. On fertility effects, the majority of 
the Group favoured no classification or was undecided. IRL supported Cat. 3. On developmental 
toxicity, UK felt classification was not justified by the available data. S stated Cat. 1 should be 
discussed. D, I, A and DK were in favour of classification with Repr. Cat. 3; R63 and FIN supported 
minimum Cat. 3. On both fertility and developmental toxicity, several countries expressed that the 
advice of the Specialised Experts was needed. In relation to R64, the Group wanted to await the 
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outcome of the principle debate on its use. The discussion of skin irritation, carcinogenicity, effects on 
fertility and development, as well as harm to the breast-fed baby was carried forward to the next 
meeting when it would also be decided whether the advice of the Specialised Experts should be 
sought on carcinogenicity and toxicity to reproduction. 
 
Classification with Xi; R38 was agreed. 
S stressed that classification with Xn; R20 instead of R67 was warranted based on human 
and animal evidence. S had knowledge of fatal cases in maintenance workers after exposure 
to tetrachloroethylene, following unconsciousness and coma, and referred to mortalities in 
mice studies. N pointed out they had proposed Xn; R20 before. UK noted that the mouse 
data might trigger R20 but the evidence was not definitive. UK overall did not support R20. 
The Group did not want to re-open the discussion and maintained the earlier decision to 
classify with R67. 
 
On carcinogenicity, NL noted the opinion of the majority of experts present at the ad-hoc sub-
group meeting on carcinogenicity and mutagenicity of tetrachloroethylene, 20-21 October 
1998, that the mice liver tumours were induced by peroxisome proliferation, a mechanism not 
relevant in the context of human risk (ECB4/21/99). NL drew attention to the phthalates 
where the same tumour forming mechanism lead S to propose classification with Category 3 
for DEHP. N confirmed the overall outcome of the October 98 sub-group meeting that 
tetrachloroethylene was a weak peroxisome proliferator. However, the level of potency of 
tumourigenicity in the mouse liver suggested, as stated in the October sub-group meeting 
record, that other mechanisms could be involved, such as DNA damage as evidenced by 
DNA strand breaks in the liver. UK did not place high significance to the observation of strand 
breaks, which could also be caused by stress, depending on the protocol and performance of 
the test. As to “peroxisome proliferators”, including hypolipaemic drugs, the UK maintained 
the view that there was insufficient evidence for prediction of a human hazard to justify 
classifying such substances as potential carcinogens. Reliable evidence for the involvement 
of another mechanism to account for the tetrachloroethylene-induced tumours in the mouse 
liver was lacking. UK recollected the unanimous statement by the experts at the sub-group 
meeting had been that the epidemiological evidence was not sufficient to conclude a clear 
causal relationship, and thus Cat. 1 was not justified. The rat kidney tumours, in the view of 
UK, were due to a mechanism that was not relevant to humans which involved genotoxic 
metabolites in the rat. The UK restated their favoured position not to classify for 
carcinogenicity.  
S confirmed that on the basis of the same set of data they proposed Cat. 2, as they regarded 
the rat kidney tumours to be of relevance for humans. NL stated their position had shifted 
from borderline to no classification to, now, a preference for Carc. Cat. 3, but they preferred 
consultation of the Specialised Experts on the mechanism causing the liver tumours. UK felt 
that in view of the uncertainties accompanying alternative explanations than peroxisome 
proliferation, the decision should be found within the Working Group. S mentioned new 
research into the relevance for humans of peroxisome proliferation in rodents had yielded 
that, evidently, only quantitative differences existed. Consequentially it was a risk, not a 
hazard issue. D gave an account of the extensive evaluations in the German ‘Beraterkreis 
Toxikologie’. As for leukaemia and liver tumours in the valid mouse bioassays, both tumour 
types were occurring at a high spontaneous rate in the species and strains used. The rat 
kidney tumours were not statistically significant but seen in context with the known kidney-
damaging metabolites formed locally, they were considered relevant. Also, the evidence from 
epidemiology raised suspicions. D stated they concurred with the remarks of S that the well-
known differences in sensitivity for peroxisome proliferation were of a quantitative kind. The 
receptor had been analysed to be present in humans. F supported Category 3 on account of 
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the liver effects, where they saw similarities to the phthalate discussion (activation of relevant 
genes, proposal for Carc. Cat. 3), but found the issue very complex so that consultation of 
the Specialised Experts seemed advisable. The ECB asked S to make the relevant 
mechanistic studies reviewed in the summary on DEHP available to the Group. B remarked 
the high quality of the S review, which deserved to be studied in all detail.  
In summing up on carcinogenicity, the majority position of the Member States, including A, 
NL, I, IRL, F, ES, EL, D and B, was classification with Carc. Cat. 3; R40. This was finally 
adopted as a provisional agreement. S, FIN and N confirmed their position for Cat. 2; R45 
was warranted. DK preferred Cat. 2. UK indicated that they could accept Carc Cat 3; R40 as 
a compromise.  
 
The Group felt that both regarding fertility and developmental toxicity the expertise of the 
Specialised Experts was required to advice on the appropriate classification. S volunteered 
to collect the relevant information and to act as the lead country, as UK stated reproduction 
toxicity of tetrachloroethylene was not of concern for them. As to fertility, the Specialised 
Experts would be asked whether Cat. 3 or no classification was appropriate. On toxicity to 
the development, the question would be Cat. 1, Cat. 3 or no classification, the S arguments 
for consideration of Category 1 would be included. Industry was worried that non-
epidemiologists might decide on the latter, to which clarification was given that it was up to 
the Member States to denominate their Specialised Experts according to the issues in 
question. But, as ECB stated, the SE meeting scheduled for the year 2000 to deal with 
toxicity to reproduction could foreseeably not be restricted to epidemiology issues. 
Concerning scientific areas where a Member State would not be able to send an expert, also 
due to the limited size of participation at the SE meeting, detailed consultations prior to the 
meeting were required.   
The proposed allocation of R64 was not discussed due to time constraints.   
 
Conclusion:  
The Group agreed to classify tetrachloroethylene with Xi; R38 : R67, and  provisionally agreed 
to classify with Carc. Cat. 3; R40. The discussion on carcinogenicity and harm to the breast-
fed baby will be continued at the next meeting. The Group also agreed to refer the substance 
to the Specialised Experts for their advice on fertility and developmental toxicity. S will act as 
the lead country for this substance.  
 
 
Acrylamide, (C103), (616-003-00-0). 
Proposal: Carc. Cat. 2; R45 : Muta. Cat. 2; R46 : [Repr. Cat. 3; R62] [Repr. Cat. 2; R60] : 

T; R25-48/[23/24/]25 : Xn; R20/21[-48/20/21] : Xi; R36[/38] [R66] : R43. 
Rapporteur: UK. 

ECBI/24/96 N, proposal for a specific concentration limit for acrylamide. 
ECBI/24/96 - Add. 13 Acrylamide Monomer Producers Association; comments on N proposal for a 

specific concentration limit for acrylamide. 
ECBI/24/96 - Add. 15 AMPA; comments on acrylamide classification proposal. 
ECBI/24/96 - Add. 69 UK, acrylamide (C103), update on health effects 
ECBI/24/96 - Add. 76 N, Acrylamide (C103), concentration limits and potency, update 
ECBI/24/96 - Add. 77 S, acrylamide (C103), classification for dermal and inhalatory repeated dose 

toxicity, draft article Hagmar et al. 
ECBI/24/96 - Add. 79 AMPA, acrylamide (C103), comment on tumorigenic potency considerations 
ECBI/24/96 - Add. 81 F, acrylamide (C103), comment on N proposal for a lower conc. limit for 

carcinogenicity 
ECBI/24/96 - Add. 82 AMPA, acrylamide (103), comment on N proposal for a lower conc. limit for 

carcinogenicity 
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The substance was first introduced into Annex I in the 1st. ATP with the classification: T; R23/24/25 : 
R33. The present Annex I classification is: Carc. Cat. 2; R45: Muta. Cat. 2; R46: T; R24/25-
48/23/24/25, Nota D, E, which was introduced in the 15.ATP. In December 1997 the Group confirmed 
a previous decision not to classify for environmental effects. The UK Rapporteur is recommending a 
number of changes in the current Annex I entry. These include classification for reprotoxicity, irritation 
and sensitisation. The current “T” classification is only justified for the oral route. A harmful “Xn” 
classification is now used to cover the effects by inhalation and skin. N has recommended a lower 
concentration limit for carcinogenicity on the basis of potency. – In July 1997 the current classification 
with Carc. Cat. 2; R45 : Muta. Cat. 2; R46 : T; R25-48/25 was confirmed. Agreement was also 
reached on the classification with Xi; R36 and provisionally on R38. The Group did not decide on the 
appropriateness of a lower concentration limit for carcinogenicity, with Industry questioning the key 
tumour type used and the T25 value derived by N (about 1 mg/kg/day). According to Industry, 
acrylamide was of medium potency with a T25 value of 3 mg/kg/day based on the study by Johnsen 
et al. The Group agreed to discuss the reproductive toxicity, chronic toxicity, skin irritation and 
specific concentration limits based on potency considerations, at the next meeting. – In October 1997  
discussion on this substance was postponed on the request of Industry who were unable to attend. – 
In March 99 S could not accept the downgrading of the repeated dose classification for the inhalation 
and dermal route from “toxic” to “harmful”. In particular, after the “tunnel incident” in Sweden 20 
exposed persons had been diagnosed as suffering from work related neurotoxic damages, including 
reduced nerve conduction velocity and increased temperature feeling threshold. Neurophysiological 
effects had remained in two persons after twelve months. S wanted to provide more information. UK 
wanted to evaluate the full report before giving a final opinion. The majority of the Group supported 
the S view. On skin irritation, questions were raised if R66 was more appropriate, and whether the 
effects seen were a consequence of skin sensitisation. Classification with Xi; R38 was provisionally 
agreed. The Group confirmed classification with R43. The earlier proposal by N to lower the general 
concentration limit for carcinogenicity to 0.01% was supported by S, FIN and DK. It was accepted by 
UK, who stated a special concern over the brain tumours observed at low dose levels in the Friedman 
study. F wanted to examine the underlying information further. The Industry interpretation that only 
one sex was affected and the main mechanism was via a hormonal pathway did not lead them to 
assume high potency. Industry said acrylamide could not be reduced to below 0.04 % as an impurity 
in products. Discussion of the UK arguments in support of Repr cat 3; R62 had to be postponed due 
to time constraints.  
 
S had provided a first draft of the human findings after the ‘tunnel incident’ and stressed the 
requirement for a classification with T; R48/23/24. UK explained that the S report did not 
allow a quantitative assessment and for them a reasonable decision, based on the Swedish 
observations, was not possible. From the animal evidence Xn; R48/20/21 was merited, but 
from a practical point of view, UK could accept the position of the majority of the Group to 
maintain T; R48/23/24. Industry did not find irreversible effects demonstrated in the Swedish 
document and felt that the classification as ‘toxic’ was unjustified for all routes. Industry 
offered to make new information available in the near future.  
 
Further scrutiny of the evidence on skin irritation since the last meeting had convinced the 
Group that Xi; R38 was warranted. 
 
Regarding effects on fertility, S stated they would prefer Cat. 2 but could accept the UK 
proposal for Repr. Cat. 3; R62 in this particular case. S commented that effects on fertility 
were seen in the rat, which were not caused by neurotoxicity. Overall, classification in Cat. 2 
or Cat. 3 for effects on fertility was not a major issue for this substance. Industry found the 
animal evidence not supportive of classification. 
New documentation related to the carcinogenic potency issue was available from N, F and 
Industry. N had updated and extended their calculations of the T25 and renewed their 
proposal for lowering the specific concentration limit based on high potency. F gave their 
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arguments why they did not agree with the N proposal. NL had performed their own 
calculations of the T25 by drawing the average of the results in the two studies in question. 
They found that both for mesotheliomas and mammary tumours acrylamide was of medium 
potency with T25-values in the range of 1.5. UK welcomed the NL calculations because they 
took into account a wider range of data and seemed to offer a  balanced approach to 
predicting the carcinogenic potency of acrylamide, while they found the N proposal too 
conservative. N stressed that the most sensitive value had to be chosen as the starting point 
for the calculation to arrive at a provisional grading. Close to a ‘potency border, as in this 
case, other factors had to be taken into account and here different types of tumours had been 
found at low doses. While only the rat studies were high quality, the brain tumours in mice 
were in support, as was genotoxicity. S were quite convinced that the N proposal was 
justified and felt that intervals, rather than cut-offs in a black and white manner should be 
considered. UK felt the additional considerations mentioned by N had already been used for 
classification in category 2. D said they had no final position but preferred not to apply the 
Potency Guidelines in this borderline case. Together with the Guidelines the Group had 
agreed that their application was not obligatory, especially in cases where uncertainty 
remained on the justification for altering the limit. UK emphasised that the use of T25 was still 
an evolving process. The majority of Member States supported the NL calculations and their 
outcome according to which acrylamide is a carcinogen of medium potency, with not 
sufficiently strong arguments in support of lowering the concentration limit for carcinogenicity. 
DK, D and A were uncertain, and FIN, S and N confirmed that a lower limit should be 
applied. 
N felt that the Group was not consistent in its approach as in the illustrations in the 
“Guidelines for Setting Specific concentration Limits for Carcinogens in Annex I of Directive 
67/548/EEC” cases with T25-values of 2.4 and 1.9, and 75 respectively, are included 
resulting in lower, respectively higher concentration limits for carcinogenicity, despite the 
actual T25-‘numbers’. In the case of those substances a more extensive discussion of the 
other elements involved in allocation to the potency class had lead to the decisions. For 
acrylamide, N stressed, this had not been the case; also, if lowering the concentration limit 
the choice of 0.01% was not obligatory. Hence N suggested that the final conclusion be 
postponed until they had presented a new discussion document. UK described the evidence 
on acrylamide as not straightforward and could imagine a re-discussion in the future when 
additional experience had been gained. 
For the time-being the Group agreed not to lower the concentration limit for carcinogenicity.  
 
Conclusion: 
The Group agreed to classify acrylamide with Carc. Cat. 2; R45 : Muta. Cat. 2; R46 : Repr. 
Cat. 3; R62 : T; R25-48/23/24/25 : Xn; R20/21 : Xi; R36/38 : R43. Symbol T. R-phrases 45-46-
20/21-25-36/38-43-48/23/24/25-62. S-phrases 53-45. Nota D, E. No specific concentration 
limits. The proposal would be sent to DG ENV for possible inclusion in a future TPC. 
 
 
Acrylaldehyde (P002), (605-008-00-3). 
Proposal: F; R11 : T+; R26 : T; R24/25[-48/23/25] : C; R34 : [R43] : N; R50. 

[Xi; R37, to be included in specific concentration limits]. 
Rapporteur: NL. 

ECBI/01/99 NL, classification proposal for acrolein / acrylaldehyde (P002)  
ECBI/01/99 – Add. 2 NL, revised classification proposal for acrylaldehyde (P002), more details 

 
The substance is on the 1st ESR Priority List with NL as rapporteur. The present Annex I 
classification is F; R11 : T+; R26 : T; R25 : C; R34 : N; R50-53, last revised with the 21.ATP. - In 



CMR Working Group Meeting, 13 - 15 October 1999     ECBI/61/99 – Rev. 3 / 17.04.2000    

30 

October 1998 the Group decided to postpone discussion on the substance until appropriate 
documentation would have been made available. - In January 1999 it has been agreed to classify for 
dangers to the environment with N; R50 only. – In March 99 the Group confirmed the current 
classification with F; R11 : T+; R26 : T; R25 : C; R34 and agreed to classify with T; R24 in addition. 
UK did not support classification with T; R48/25, but felt that T; R48/23 ought to be considered. B 
pointed out deaths in the repeated oral dosing studies, in support of T; R48/25. F confirmed the highly 
potent nature of respiratory tract irritation, to be taken care of by lower specific concentration limits for 
R37. NL was requested to provide a proposal for specific concentration limits. D and UK doubted that 
classification with R43 was sufficiently documented. NL wanted to provide more details.  
 
NL had provided the requested additional details. As to repeated oral toxicity, NL saw a need 
to classify with T; R48/25. Regarding the deaths of animals in inhalation tests, NL noted they 
might be related to respiratory tract irritation to be covered by R37, but they could support T; 
R48/23. After some discussion, the Group concurred that classification with R48/23/25 for 
repeated dose effects was not warranted, as the deaths and respiratory tract damage in the 
respective animal studies could be attributed to local corrosion. The Group was content that 
classification for acute toxicity and corrosivity sufficed.   
On sensitisation, none of the Member States concurred with the NL’s proposal to classify. D 
and B pointed out that the maximisation test in question had not been performed according to 
the EU protocol. The study had several shortcomings, and a score of 0.5, with a lower 
incidence, had already been reached in the negative controls (water had been used as the 
vehicle). D also said that the authors themselves had concluded the result was negative. 
Industry said that the challenge concentration 0.5% had been found to be borderline to 
irritating in a pre-test on the irritation threshold (1% skin irritant, 0.1% not). NL responded, on 
account of these arguments they could agree not to classify.  
NL found no particular reason to adopt a special low concentration limit for labelling with R37 
as acrolein was not useable in preparations. Acrolein is not stable in water and only in use as 
an intermediate. The Group concurred with this view and refrained from introducing R37 by 
applying specific concentration limits. 
Industry was requested to examine the requirement of Nota D. (After the meeting CEFIC 
confirmed that acrylaldehyde is marketed in a stabilised form, necessitating Nota D [email 
dated 24th November].) 
 
Conclusion:  
The Group agreed to classify acrylaldehyde with F; R11 : T+; R26 : T; R24/25 : C; R34 : N; 
R50. Symbol T+; N. R-phrases 11-24/25-26-34-50. S-phrases 23-26-28-36/37/39-45-61. 
Nota D. No specific concentration limits. The proposal would be sent to DG ENV for possible 
inclusion in a future TPC.  
 
 
Propylene oxide; methyloxirane  (C064), (603-055-00-4). 
Proposal: F+; R12 : Carc. Cat. 2; R45 : [Muta. Cat. 2; R46] : Xn; R20/21/22 : Xi; 

R36/37/38. 
Rapporteur: UK. 

ECBI/20/97 – Add.10 UK, Classification proposals for the 603 substances 
ECBI/09/99 S, propylene oxide (C064), Segerbaeck et al., 1998 (study on DNA adducts/32P-

postlabelling  
ECBI/09/99 – Add.1 UK, classification proposal for propylene oxide (C064), health effects 
ECBI/49/99 – Rev. 2 Second revision/Final version of Draft Conclusions of the Meeting of Specialised 

Experts, Arona, 1-2 September 1999  
 
The substance is on the 2nd ESR Priority List with UK as rapporteur. The present Annex I classi-



CMR Working Group Meeting, 13 - 15 October 1999     ECBI/61/99 – Rev. 3 / 17.04.2000    

31 

fication is F+; R12 : Carc. Cat.2; R45 : Xn; R20/21/22 : Xi; R36/37/38. Nota E. No specific concen-
tration limits. Last revision with the 12.ATP. - In December 1997 it has been agreed not to classify for 
dangers to the environment. – In March 99 the Group supported the UK proposal to classify with F+; 
R12 : Carc. Cat. 2; R45 : Xn; R20/21/22 : Xi; R36/37/38. Limited evidence from four human cases, 
together with a negative result in a non-guideline split adjuvant study in animals seemed insufficient to 
the Group to classify for skin sensitisation. On mutagenicity, the Group noted that the observation of 
adducts to testicular DNA in a recently published study by Segerbaeck et al., 1998, might justify 
classification with Muta. Cat. 2; R46. After the meeting, UK suggested that propylene oxide is referred 
to the Specialised Experts for mutagenicity. UK acted as the lead country for preparation of the 
documentation. – In September 99 the Specialised Experts felt that the new data matched the 
criteria for classification with Muta. Cat. 2; R46. However, the predominating view was that the 
biological significance of the very low levels of adducts observed was questionable and there was 
doubt about the potential mutagenicity of propylene oxide to germ cells.  
 
The Group adopted the view of the Specialised Experts that propylene oxide should be 
classified in Category 2 for mutagenicity.  
 
Conclusion:  
The Group agreed to classify propylene oxide with F; R12 : Carc. Cat. 2; R45 : Muta. Cat. 2; 
R46 : Xn; R20/21/22 : Xi; R36/37/38. Nota E. Symbol F+; T. R-phrases 45-46-12-20/21/22-
36/37/38. S-phrases 53-45. Nota E. No specific concentration limits. The proposal would be 
sent to DG ENV for possible inclusion in a future TPC.  
 
 
Acetonitrile (E002), (608-001-00-3). 
Proposal: F; R11 : [T; R23] : Xn; R[20/]21/22 : Xi; R36. 
Rapporteur: E. 

ECBI/35/97 – Add. 9 E, acetonitrile (608-001-00-3), classification proposal for the environment 
ECBI/03/99 E, acetonitrile (E002), classification proposal for health effects 
ECBI/03/99 – Add. 1 CEFIC, acetonitrile (E002), comments on classification for acute inhalation and 

dermal toxicity 
 

The substance is on the 1st ESR Priority List with E as rapporteur. The present Annex I classification 
is F; R11 : T; R23/24/25. Specific conc. limits: C > 20% T; R23/24/25 : 3%<C<20% Xn; R20/21/22. 
Last revision with the 12.ATP. - In December 1997 it has been agreed not to classify for dangers to 
the environment. – In March 99 the Group supported the E proposal to classify with F; R11 : Xn; 
R21/22 : Xi; R36. I, NL and UK were not convinced by the evidence presented in support of the 
proposed classification with T; R23. Industry also raised doubts if the severity of effects was 
sufficiently demonstrated. T; R23 was provisionally agreed, to be considered final if no comments 
arrive within the deadline of the October 99 meeting. The provisional agreement on acetonitrile was 
included in the draft 26.ATP.  
 
Comments from Industry on the appropriate classification for acute inhalation toxicity had 
been distributed prior to the meeting. In addition, E remarked on comments from NL at the 
ESR Technical Meeting. E argued in favour of T; R23 as the LC50 human, had roughly been 
determined to be in the range of 0.8 mg/l. UK agreed that a precautionary approach should 
be taken with human data, but was reluctant to use such data if there was much uncertainty 
about the actual exposure concentration. In this instance, UK observed that the human 
evidence did not provide clear support for a ‘toxic’ classification and that a classification with 
Xn could still be justified by substances poisonous to humans. Also other Member States, 
namely IRL, F, NL, B and D, voiced their preference to classify with Xn; R20. E could accept 
this view. 
The Group agreed that acetonitrile should be withdrawn from the draft 26.ATP due to this 
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change in the classification.   
   
 Conclusion:  
The Group agreed to classify acetonitrile with F; R11 : Xn; R20/21/22 : Xi; R36. No Nota and 
no specific concentration limits. Symbols F; Xn. R-phrases 11-20/21/22-36. S-phrases (1/2-
)16-36/37. The Group agreed that the previously planned revision of the acetonitrile Annex I 
entry should be withdrawn from the draft 26.ATP and the changed proposal would be sent to 
DG ENV for possible inclusion in a future TPC.  
 
 
       Substances not yet in Annex I: 
 
Naphthalene (D047/P396), (EC No. 202-049-5).  
Proposal: [Xn; R22] [T; R25] : [Carc. Cat. 3; R40] : N; R50-53. 
Rapporteur: UK. 

ECBI/42/98 UK, classification proposal and discussion document 
ECBI/42/98 – Add. 1 D, naphthalene D047/P396, comment, classification as carc. cat. 3 
ECBI/42/98 – Add. 2 CEFIC, naphthalene, comment on D proposal to classify for carcinogenicity 
ECBI/42/98 – Add. 3 Ruetgers VFT AG, naphthalene, comment on D classification proposal 
ECBI/42/98 – Add. 4 UK, naphthalene, update on health effects and classification proposal 
 

The substance is on the 1st ESR Priority List with UK as rapporteur. The substance is currently not 
classified. In September 1997 it was agreed to classify the substance with N; R50-53 for the 
environment. – In October 1998 UK had explained that acute toxicity in humans was the only health 
concern leading to their proposal for Xn; R22, however, there was also a slight suspicion for 
carcinogenic and mutagenic properties, for which testing was presently performed. While B supported 
UK on account that only one human case was reported with quantitative data, S was concerned that 
the dose leading to severe intoxication in that case might warrant a classification with “toxic”. D stated 
their national position for a classification with Carc. Cat. 3; R40. D announced information in support 
of this proposal. – In March 99 the Group continued to be split in its opinion on acute oral toxicity. 
Additional information had arrived from D in support of Carc. Cat. 3. Industry informed the Group 
that preliminary results from a rat inhalation carcinogenicity study performed in the US would be 
available for the next meeting. The discussion on both acute oral toxicity and carcinogenicity was 
carried forward.  
 
On acute oral toxicity, the Group, with the exception of S and E, were not convinced that 
several fatal human cases, one with quantitative data (fatal in a 16y old female, LD50 in the 
range of 100 mg/kg) sufficed to classify with ‘toxic’. Classification with Xn; R22 was clearly 
favoured by the majority and finally agreed.  
Industry informed the Group that the final assessment of the new rat inhalation 
carcinogenicity study would not be available before 18 months from now.  D was certain that 
naphthalene should be regarded as a suspected carcinogen from the human data presented 
and renewed their proposal to classify with Carc. Cat. 3. As D did not receive support for this 
position, they could accept no classification at the present stage and re-opening of the 
discussion when the US NTP Report would be available. 
 
Conclusion:  
The Group agreed to classify naphthalene with Xn; R22 : N; R50-53. Symbols Xn; N. R-
phrases 22-50/53. S-phrases (2-)36/37-60-61. No Nota, no specific concentration limits. The 
proposal would be sent to DG ENV for possible inclusion in a future TPC.  
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Diphenyl ether, pentabromo derivative (U044), (EC No. 251-084-2). 
Proposal: Xn; R48/21/22 : [R64] : N; R50-53. 
Rapporteur: UK. 

ECBI/06/99  UK, classification proposal for pentabromodiphenyl ether (U044), environment 
ECBI/06/99 – Add.1 UK, classification proposal for pentabromodiphenyl ether (U044), health effects 
ECBI/21/96 – Add.4 S, Swedish comments on criteria for labelling with R64 - pentabromodiphenyl 

ether, PBDPE (U044) 
 
The substance is on the 2nd ESR Priority List with UK as rapporteur. It is presently not included in  
Annex I. - In January 1999 it has been agreed to classify with N; R50-53 for dangers to the environ-
ment and it has been emphasised that the substance was a candidate for specific concentration limits 
for the environment. – In March 99 the UK proposal for Xn; R48/21/22 was supported by the Group. 
A discussion on the requirement of R64 and R33 was initiated by arguments from DK. The Group did 
not considere R33 appropriate. Classification with R64 found the support of B, DK, D, E, IRL, A and 
S. I and FIN supported classification, but felt a general discussion on how to apply the criteria for R64 
was essential before they could finally agree. NL and UK preferred not to classify but could accept a 
majority vote. The Group agreed the provisional agreement to be sent to DG ENV for possible 
inclusion in the next TPC at which point of time it could still be withdrawn from the list of Annex I 
entries to be published if final agreement had not been reached. F had not yet found a final position. – 
In June 99 the Group started to discuss the requirements for using R64. This exchange showed that 
continuation of the general discussion was needed on the basis of argued case proposals. The 
Member States were requested to submit substance examples in time for the next meeting. A final 
agreement on the allocation of R64 to pentabromodiphenyl ether was not reached. Based on this and 
on the urgency for publication of the environmental classification, as stressed by UK, the Group 
agreed that the substance should be included in the 26. ATP, but the uncertainty regarding R64 
should be met by withdrawal of this classification element for the time being.  
 
In the context of the exchange on the use of R64 under agenda point 11.1 on the background 
of the position paper provided by S, all Member States concurred with the S rationale in 
support of R64 for pentabromodiphenyl ether (ECBI/21/96 – Add.4). Several members of the 
Group felt it was important that this classification should be re-inserted in the draft 26.ATP, in 
preference to a withdrawal of the substance at the TPC. The Commission wanted to consult 
whether the legal and Interservice consultation procedures allowed addition of R64 until or at 
the TPC, which was scheduled for 11th November.  
 
Conclusion:  
The Group agreed to classify pentabromodiphenyl ether with Xn; R48/21/22 : R64 : N; R50-
53. Symbol Xn; N. R-phrases 48/21/22-50/53-64. S-phrases (1/2-)36/37-45-60-61. The 
Commission wanted to consult if the addition of R64 to the current draft Annex I entry in the 
26.ATP was still permissible, before or at the TPC on 11th November 1999.  
 
 
1,2,4-trichlorobenzene (K071), EC. No. 204-428-0. 
Proposal: [Xn; R22] : [Xi; R38] : [N; R50-53]. 
Rapporteur: DK. 

ECBI/44/98 DK, classification proposal and discussion document 
ECBI/44/98 - Add. 1 DK, classification proposal and discussion document confined to irritation  
ECBI/44/98 - Add. 2 DK, Revised proposal for classification of 1,2,4-trichlorobenzene (K071) 

 
The substance is on the 2nd ESR Priority List with DK as rapporteur. The substance is currently not 
classified. – In October 1998, on request by DK, an initial discussion took place on the irritating 
properties, in parallel to the scheduled discussion on the structurally closely related ESR substance 
1,4-dichlorobenzene. No decisions were reached as the Group found the case of comparison not to 
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be very strong. There had also not been enough time to scrutinise the Danish proposal. – In 
September 1999 the Environment Group provisionally agreed to classify with N; R50-53.  
 
The Group agreed to classify with Xn; R22. 
B felt that the information on skin irritating properties might rather match the criteria for R66. 
DK explained that in addition to degreasing properties, skin irritation had been observed, 
whereby the observations after repeated administration fulfilled the R38 criteria. In fact, the 
DK preference for allocation of both R-phrases was not permissible. The Group agreed to 
classify with Xi; R38. The DK proposal to use S23 for precautionary reasons due to 
observation of respiratory tract irritation in several studies, found acceptance by the Group.  
NL related they had concerns for mutagenicity. NL recalled that in vitro investigations had 
been negative, but the studies had been performed without precautions for the high volatility. 
Positive in vivo evidence originated from two non-guideline studies. UK confirmed they were 
also concerned for mutagenicity, but the available data did not justify classification. NL 
remarked that they would like to see a cytogenetics study with the volatility taken care of. 
ECB WA4 reported on the finalisation of the discussion on mutagenicity in the ESR TM I/99. 
The result was that no further testing is required and 1,2,4-trichlorobenzene is not considered 
genotoxic.  
NL also remarked that the issue of reproduction toxicity was not completely resolved. UK 
commented that they had additionally scrutinised the available data recently as part of a 
domestic occupational limit setting project, and felt reassured that the substance posed no 
reproductive hazard. 
 
Conclusion:  
The Group agreed to classify 1,2,4-trichlorobenzene with Xn; R22 : Xi; R38. Symbol Xn. R-
phrases 22-38. S-phrases (1/2-)23-37/39. No Nota, no specific concentration limits. After 
finalisation of the discussions on the environment, the proposal would be sent to DG ENV for 
possible inclusion in a future TPC.  
 
 
6.2 First discussion   
 
  Entries in Annex I: 
 
acrylic acid (D069), 607-061-00-8. 
Proposal: [R10] : [Xn; R20/21/22-48/20] : [C; R35] : N; R50. 
Concentration limits:  [C > 25%:   C; R20/21/22-35-48/20] 
  [10% < C < 25%:  C; R35-48/20] 
  [5% < C < 10%:  C; R34] 
  [1% < C < 5%:  Xi; R36/37/38 ] 
Rapporteur: D. 

ECBI/41/99 D, acrylic acid (D069), methyl methacrylate (D071), methacrylic acid (D072), 
dimethyldioctadecyl ammonium chloride (D074), ESR substances, health 
classification proposals  

 
Acrylic acid is on the 1st ESR Priority List with D as rapporteur. The current Annex I classification (25. 
ATP) is R10, Xn; R21/22, C; R35, N; R50. Nota D. No specific concentration limits. – In September 
1998 the Environment Group confirmed the present classification with N; R50. – The new RAR-
based classification proposal from D included Xn; R20-48/20 in addition and specific concentration 
limits. 
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The Group confirmed the current classification with R10, Xn; R21/22 and C; R35. 
D explained that the background data for their proposal to classify for acute inhalation toxicity 
were difficult to interpret. Based on one study the 4h-LC50 could be accounted for to be 
about 3.6 mg/l. Acrylic acid reacts with humidity of the air and in the respiratory tract and 
exerts strong irritation in the upper respiratory tract. The same difficulties had to be observed 
for evaluation of the observed damage of the olfactory epithelium in the repeated dose 
inhalation studies with rats and mice. Sequentially, metaplasia, destruction of the olfactory 
epithelium and repair with unspecific respiratory epithelium cells (indication of an irreversible 
impairment of smelling) occurred. In a standard repeated dose mouse study, 0.221 mg/l 
caused ‘moderate irritation of the olfactory epithelium’. The rat data were similar, just to a 
slightly reduced degree. D felt, the same difficulties with evaluation of corrosive substances 
for classification purposes was experienced frequently. It was highly desirable that the Group 
decided on a general, consistent approach for clarity. UK suggested that case-by-case 
evaluations had to clarify if the severity of effects in the relevant dose range provided 
justification to trigger R48. For acrylic acid the effects were not severe enough at the relevant 
dose. To this D responded, a significant restriction in the quality of life has been subsumed 
under ‘severe effect’. F reported on an initiative at home to help with a consistent approach. 
They had taken a series of new substances as examples for this classification problem and 
prepared an internal paper, which they wanted to make available to D.  
UK was in favour to classify with Xn; R20 and R37 (by way of concentration limits), but 
proposed that the data did not support R48/20. The effects seen were not especially severe 
and deposition in the olfactory epithelium of rats was lower than in humans. Industry 
supported this approach and mentioned a lower sensitivity of humans compared to rodents, 
based on dosimetry. Furthermore, Industry stated, R37 was justified only as D had based 
their R20-proposal on observations in an older study, whereas a recent guideline test had 
yielded a LC50 >5.1 mg/l. FIN were certain that R48/20 was justified on the basis of lacking 
restoration of the olfactory epithelium. If the tissue had been irritated only, it would have 
recovered to normality after cessation of exposure. B wondered why D had not proposed 
R20 for methacrylic acid. UK observed that the D documentation did not include all studies.  
UK remarked upon low LD50 values, in support of T; R24/25. D explained that at least 12 
investigations were available with LD50-values in the range 140 - >2000 mg/kg, depending 
on administration in the pure form or in solution.  
While the majority of the Group supported Xn; R20 and was undecided on R48/20, the 
Group wanted to continue the discussion of the acute and repeated dose effects by 
inhalation, based on a more detailed assessment of the evidence by D until the next meeting. 
 
Conclusion: 
The Group confirmed the current classification of acrylic acid with R10 : Xn; R21/22 : C; R35. 
The discussion of classification for acute and repeated dose inhalation toxicity and of the 
proposed specific concentration limits would be continued at the next meeting. 
 
 
methacrylic acid (D072), 607-088-00-5. 
Proposal: [Xn; R21/22] : [C; R35] : [N; R50] [ n.c.]. 
Concentration limits:  [C > 25%:   C; R21/22-35] 
  [10% < C < 25%:  C; R35] 
  [5% < C < 10%:  C; R34] 
     [1% < C < 5%:  Xi; R36/37/38 ]. 
Rapporteur: D. 

ECBI/41/99 D, acrylic acid (D069), methyl methacrylate (D071), methacrylic acid (D072), 
dimethyldioctadecyl ammonium chloride (D074), ESR substances, health 
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classification proposals 
ECBI/26/96 – Rev. 2 CMR meeting record July 96, extract on hydroxypropyl methacrylate with 

relevance to discussion of eye irritation on methacrylic acid 
 

Methacrylic acid is on the 1st ESR Priority List with D as rapporteur. The current Annex I classification 
(12. ATP) is C; R34. Nota D. Specific concentration limits: C > 25% C; R34 : 2%<C<25% Xi; R36/38. 
– In September 1999 the Environment Group postponed the discussion of dangers to the 
environment. – The new RAR-based classification proposal from D included Xn; R21/22 in addition 
and specific concentration limits. 
 
The Group concurred with the classification proposal from the D delegation and chose not to 
discuss the question from Industry further why this highly corrosive substance should be 
classified for acute toxicity as well.  
The Chair remarked on the evidence of severe eye irritation for hydroxypropyl methacrylate, 
which was attributed to the presence of methacrylic acid at the July 1996 CMR meeting. 
Then, it had been agreed that a lower concentration limit should be included for R41 (and 
R36) in the methacrylic acid Annex I entry, for which Industry wanted to prepare a proposal.  
D explained that data on methacrylic acid itself did not contain indications for the necessity of 
a lower than the general concentration limit for eye irritation. The Group agreed to the data 
interpretation by Germany. 
The Group confirmed that re-opening of the discussion of eye irritation of hydroxypropyl 
methacrylate was not required. 
 
Conclusion:  
The Group agreed to classify methacrylic acid with Xn; R21/22 : C; R35. Symbol C. R-
phrases 21/22-35. S-phrases (1/2-)26-36/37/39-45. Nota D. Specific concentration limits: C 
>25% C; R21/22-35 : 10%< C <25% C; R35 : 5%< C <10% C; R34 : 1%< C <5% Xi; 
R36/37/38. After finalisation of the discussions on the environment, the proposal would be 
sent to DG ENV for possible inclusion in a future TPC.  
 
 
methyl methacrylate (U010/D071), 607-035-00-6. 
Proposal: [F; R11] : [Xi; R37/38] : [R43]. 
Concentration limits:  [C > 20%:   Xi; R37/38-43] 
  [1% < C < 20%:  Xi; R[38-]43]. 
Rapporteur: D. 

ECBI/41/99 D, acrylic acid (D069), methyl methacrylate (D071), methacrylic acid (D072), 
dimethyldioctadecyl ammonium chloride (D074), ESR substances, health 
classification proposals 

ECBI/41/99 – Rev. 1 D, methyl methacrylate (D071), correction of proposed specific concentration 
limits 

 
Methyl methacrylic acid is on the 1st ESR Priority List with D as rapporteur. The current Annex I 
classification (12. ATP) is F; R11 : Xi; R36/37/38 : R43. Nota D. Specific concentration limits: C >20% 
C; R36/37/38-43 : 1%<C<20% Xi; R43. – In January 1999 the Environment Group agreed not to 
classify for dangers to the environment. – In the new RAR-based classification proposal D proposed 
to delete R36 from the current classification and to amend the specific concentration limits. 
 
The Group confirmed the current classification with F; R11, Xi; R37/38 and R43. 
UK were concerned that the information in the German RAR on eye irritation, as well as two 
additional animal studies reviewed by the UK HSE for OEL setting, did not justify deletion of 
R36. UK suggested bilateral discussions to clarify the issue until the next meeting, to which D 
agreed. Further treatment of the issue by the Group was carried forward to the next meeting. 
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D wanted the Group to deal with the question whether a specific concentration limit was 
required for skin irritating properties. Industry concurred with the D description of difficulties, 
as there was variation in the evidence. Due to time constraints the discussion was postponed 
to the next meeting.   
 
Conclusion:  
The Group agreed to classify methyl methacrylate with F; R11 : Xi; R37/38 : R43, and to 
continue the discussion on the requirement of classification for eye irritation and of a specific 
concentration limit for R38 at the next meeting. 
 
 
1,4-dioxane (C068), 603-024-00-5. 
Proposal: [F; R11-19] : [R66] : [Xi; R36/37] : [Carc. Cat. 3; R40].  
Rapporteur: NL. 

ECBI/45/99 – Add. 3 NL, 1,4-dioxane (C068), ESR substance, classification proposal health 
 
1,4-Dioxane is on the 2nd ESR Priority List with NL as rapporteur. The current Annex I classification 
(12. ATP) is F; R11-19 : Carc. Cat. 3; R40 : Xi; R36/37. No Nota. Specific concentration limits: C 
>20% Xn; R36/37-40 : 1%<C<20% Xn; R40. – In September 1999 the Environment Group agreed 
not to classify for dangers to the environment. – In the new RAR-based classification proposal NL 
proposed to include R66 in addition to the current classification. 
 
The Group confirmed the current classification with F; R11-19 and Xi; R36/37 and agreed on 
R66 in addition.  
According to NL the Category 3 proposal for carcinogenicity was based on the same data as 
the current classification in Annex I. The substance was a non-genotoxic rat and mouse 
carcinogen with indications for carcinogenicity in guinea pigs (studies and tumours described 
in ECBI/45/99 – Add. 3). Based on the types of tumours, cytotoxicity was assumed to be the 
underlying mechanism. N knew of two recent mouse studies. Hepatocellular tumours had 
been formed at low doses in female mice, which could not be explained by peroxisome 
proliferation. Liver adenomas and carcinomas had been reported for five rat strains, as well 
as nasal carcinomas after oral dosing, but not after inhalation. In the guinea pig tumours had 
been found in the gall bladder. For N, S and DK the evidence clearly merited classification 
with Category 2. B was interested in the mechanism leading to the mouse liver tumours, but 
respective investigations were lacking. UK felt despite the tumourigenic evidence in at least 
two animal species, as 1,4-dioxane was not genotoxic, the question of relevance for humans 
of the types of tumours observed needed consideration. For the moment, UK leant towards 
Category 3, but wanted to examine the issue further. B indicated the same position. DK 
pointed out that it was not necessary to establish the mechanism to tumour formation, the 
Category 2 criteria were clearly matched. D also had a preference for Category 3 in view of 
the known threshold for the carcinogenicity due to a satiable metabolism pathway. Critical 
metabolites only formed above an airborne concentration of 50ppm (the German MAK-
value). To the UK query on the background of the discussion at the ESR TM that the 
substance was a low potency carcinogen, N informed the Group the T25 was calculated to 
be ca. 194 mg/kg. This, UK observed, would of course not have an impact on classification 
itself; Category 2 might be appropriate.  
 
Conclusion:  
The Group agreed to classify 1,4-dioxane with F; R11-19 : Xi; R36/37 : R66, and to continue 
the discussion of carcinogenicity at the next meeting. 
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       Substances not yet in Annex I: 
 
1-vinyl-2-pyrrolidone (D064), (EC No. 201-800-4). 
Proposal: [Carc. Cat. 3; R40] : [Xn; R20/21/22-R48/20] : [Xi; R37-41] . 
Rapporteur: UK. 

ECBI/12/96  D, classification proposals submitted by Germany (D062 to D068) 
ECBI/05/99 UK, vinyl pyrrolidone (D064), classification proposal for the environment 
ECBI/11/99 UK, classification proposal for vinyl pyrrolidone (D064), health effects 

 
The substance is on the 2nd ESR Priority List with UK as rapporteur. It is presently not included in 
Annex I. - In January 1999 it has been agreed not to classify for dangers to the environment. – In 
March 99 the discussion of health effects was postponed to the next meeting due to time constraints. 
 
D supported R37 and Xn; R48/20, not listed in the D data sheet from 1996. The Group 
concurred with the UK proposal for Xn; R20/21/22 and Xi; R37-41.  
To the S concern that T; R48/23 might be warranted based on effects at 5 ppm 
(corresponding to 0.0046 mg/l, according to B) in the rat repeated dose investigation, UK 
responded that the effects were of minimal severity as reflected by the histopathology 
findings.  
N remarked the substance might be a highly potent carcinogen, but it was not on the 
Norwegian list of concern. D did not concur and requested the substance to be finalised as 
their Cat. 3 proposal had been on the shelf waiting to be discussed for three years already.  
Industry was requested to examine the requirement of Nota D. (After the meeting CEFIC 
confirmed that 1-vinyl-2-pyrrolidone is marketed stabilised, necessitating Nota D [email dated 
26h November].) 
 
Conclusion: 
The Group agreed to classify 1-vinyl-2-pyrrolidone with Carc. Cat. 3; R40 : Xn; R20/21/22-
48/20 : Xi; R37-41. Symbol Xn. R-phrases 20/21/22-37-40-41-48/20. S-phrases 26-36/37/39. 
Nota D. No specific concentration limits. The proposal would be sent to DG ENV for possible 
inclusion in a future TPC.  

 
 
dibutyl phthalate (L001), EC No. 201-557-4. 
Proposal: - . 
Rapporteur: NL. 
 
The substance is on the 1st ESR Priority List with NL as rapporteur. It is presently not included in 
Annex I. - In September 1998 it has been agreed to classify with N; R50 for dangers to the 
environment.  
 
The Chair explained that dibutyl phthalate was included in the agenda for possible additional 
information in the context of the discussion of the phthalates following on the agenda. A 
classification proposal had not been received from the Rapporteur country; a 28d-inhalation 
study was in progress. – No conclusions were made on this substance. 
 
 
bis(2-ethylhexyl) phthalate; DEHP (D090), EC No. 204-211-0. 
Proposal: [Carc. Cat. 3; R40] : [Repr. Cat. 2; R60-61] [Repr. Cat. 3; R62-63] : [R64]. 
Concentration limit: [C > 5%: for Carc. Cat. 3; R40]. 
Rapporteur: S. 
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ECBI/59/98 D, new classification proposals (D083-D092) 
ECBI/37/99 – Add. 2 S, di(2-ethylhexyl phthalate) (DEHP; D090), ESR substance, health classification 

proposal 
ECBI/37/99 – Add. 3 S, di(2-ethylhexyl phthalate) (DEHP; D090), ESR substance, proposal of specific 

concentration limits   
ECBI/37/99 – Add. 5 F, tabled comparison of test results on reprotoxicity DEHP (D090), DIDP (F020), 

DINP (F021), ESR substances 
 

The substance is on the 2nd ESR Priority List with S as rapporteur. It is presently not included in 
Annex I. - In September 1999 the substance was postponed for dangers to the environment.  
 
The evidence on carcinogenicity from studies with DEHP and DINP (see below) was seen as 
closely related and hence treated in one discussion. No investigation into the carcinogenicity 
of DIDP (see below) was available, as stated by F. 
S explained the animal evidence on DEHP leading to their proposal for Carc. Cat. 3; R40 
(details in ECBI/37/99 – Add. 2). In four good quality studies three different types of tumours 
had been observed. Statistical significance was reached concerning liver tumours in both 
sexes, rats and mice and for mononuclear cell leukemia (MCL) in male rats in one study. In 
addition, an increased incidence of Leydig cell tumours in male rats has been seen in one not 
well documented investigation (abstract). On inquiry by ECB Work Area ESR, S wanted to 
supplement this information in the RAR. New investigations into the relevance for humans of 
peroxisome proliferation (PP) in rodents and ensuing rodent tumourigenicity had yielded that 
quantitative differences existed; human liver contained PP-receptors, but in smaller numbers, 
hence a relevance could not be ruled out. S, furthermore, did not want to discount the human 
relevance of MCL in the male Fischer 344 rat. N argued in addition with cell transformation 
tested with high sensitivity and specificity. PP was not involved, but inhibition of intercellular 
communication had to be included in the considerations.  
 
UK questioned the significance of the MCL data. It was unclear whether the tumour findings 
had been induced by DEHP or, alternatively, were the result of the test rat strain being one, 
which exhibited a high spontaneous rate. More information about the historical control tumour 
rate would be helpful. Queried by UK on the reason of Sweden not to propose Category 2, 
despite tumours in different organs and species as well as the positive cell transformation 
test result, S explained that mechanistic considerations had lead them to propose Category 
3. The abstract on the Leydig cell tumours originated from a German laboratory and D 
offered to help obtain the original data. Industry was of the opinion that none of the tumour 
types had any human relevance, including the new findings on peroxisome proliferation.  
F related to the Group that their interpretation of the carcinogenicity data on DINP lead to the 
same conclusion as drawn by S. DINP administration to rats and mice also resulted in 
hepatic tumours and the mechanism of action was the same as for DEHP, involving 
peroxisome proliferation. The relevance for humans was uncertain, although PP-induction 
had not been demonstrated in a monkey study, which Industry took as a strong argument 
against relevance. Also other mechanisms could not be excluded. N contributed their 
knowledge of experiments with peroxisome proliferators, negative for hepatic tumours, 
performed with knock-out mice. While this observation seemed in support of the hypothesis 
of PP-triggered carcinogenicity, it needed to be mentioned that more potent peroxisome 
proliferators had not yet been studied. Industry acknowledged the usefulness of this 
protocol, but remarked that the stability of the model over two years was unknown.  
Evidence of other tumours with DINP included MCL, but only in Fischer 344 rats; they are in 
excess of the historical incidence in that strain and an earlier onset deserved mentioning.  
The Group agreed to continue the discussion of carcinogenicity of DEHP, DIDP and DINP at 
the next meeting. 
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Due to time restraints the discussion of reproduction toxicity of DEHP and of allocation of 
R64 had to be postponed.  
 
Conclusion: 
The Group agreed to continue the discussion of carcinogenicity of DEHP and the other 
phthalates on the agenda at the next meeting. Due to time restraints the discussion of 
reproduction toxicity of DEHP and harm to the breast-fed baby had to be postponed to the 
next meeting. 
 
 
di-“isodecyl” phthalate; DIDP (F020), EC Nos. 247-977-1, 271-091-4. 
Proposal: [Carc. Cat. 3; R40] : [R64]. 
Rapporteur: F. 

ECBI/37/99 – Rev. 1  F, di-isodecyl phthalate (F020), ESR substance, extended health classification 
proposal 

ECBI/37/99 – Add. 4 CEFIC/ECPI, F020, di-"isodecyl"phthalate, and F021, di-"isononyl"phthalate, 
position on classification and labelling 

ECBI/37/99 – Add. 5 F, tabled comparison of test results on reprotoxicity DEHP (D090), DIDP (F020), 
DINP (F021), ESR substances 

 
The substance is on the 2nd ESR Priority List with F as rapporteur. It is presently not included in 
Annex I. - In September 1999 the Environment Group provisionally agreed not to classify the 
substance for dangers to the environment.  
 
The evidence on carcinogenicity from studies with the other phthalates on the agenda (DEHP 
and DINP) was seen as relevant also for DIDP. No specific investigation into the 
carcinogenicity of DIDP was available, as stated by F. All phthalates on the agenda were 
treated in one discussion (for details see above, section on DEHP).  
 
Conclusion: 
The Group agreed to continue the discussion of carcinogenicity of DIDP and the other 
phthalates on the agenda at the next meeting. Due to time restraints the discussion of harm 
to the breast-fed baby had to be postponed. 
 
 
di-“isononyl” phthalate; DINP (F021), EC Nos. 249-079-5, 271-090-9. 
Proposal: [Carc. Cat. 3; R40] : [R64]. 
Rapporteur: F. 

ECBI/37/99 – Add. 1 Rev. 1 F, di-isononyl phthalate (F021), ESR substance, extended health classification 
proposal 

ECBI/37/99 – Add. 4 CEFIC/ECPI, F020, di-"isodecyl"phthalate, and F021, di-"isononyl"phthalate, 
position on classification and labelling 

ECBI/37/99 – Add. 5 F, tabled comparison of test results on reprotoxicity DEHP (D090), DIDP (F020), 
DINP (F021), ESR substances 

 
The substance is on the 2nd ESR Priority List with F as rapporteur. It is presently not included in 
Annex I. - In September 1999 the Environment Group provisionally agreed not to classify the 
substance for dangers to the environment. 
 
The evidence on carcinogenicity from studies with DINP and DEHP was seen as closely 
related and hence treated in one discussion (for details see above, section on DEHP). 
 
Conclusion: 



CMR Working Group Meeting, 13 - 15 October 1999     ECBI/61/99 – Rev. 3 / 17.04.2000    

41 

The Group agreed to continue the discussion of carcinogenicity of DINP and the other 
phthalates on the agenda at the next meeting. Due to time restraints the discussion of harm 
to the breast-fed baby had to be postponed. 
 
 
dimethyldioctadecyl ammonium chloride; DODMAC (D074), EC No. 203-508-2. 
Proposal: [Xi; R41] : N; R50-53. 
Rapporteur: D. 

ECBI/41/99 D, acrylic acid (D069), methyl methacrylate (D071), methacrylic acid (D072), 
dimethyldioctadecyl ammonium chloride (D074), ESR substances, health 
classification proposals 

ECBI/24/96 – Add. 62 D, environment proposal for DODMAC (D093) and DHTDMAC 
 

The substance is on the 1st ESR Priority List with D as rapporteur. It is presently not included in 
Annex I. - In January 1999 the Environment Group agreed to classify the substance with N; R50-53 
for dangers to the environment. A joint Annex I entry of DODMAC and DHTDMAC was proposed.  

 
Conclusion: 
The discussion of DODMAC had to be postponed to the next meeting due to time constraints. 
 
 
nonylphenol (U047), EC No. 246-672-0. 
4-nonylphenol, branched (U048), EC No. 284-325-5. 
Proposal: [Xn; R22] : [C; R34] ; N; R50-53. 
Rapporteur: UK. 

ECBI/48/99 UK, nonylphenol (U047) and 4-nonylphenol, branched (U048), ESR substances, 
classification proposal health effects  

 
Both substances/groups of substances are on the 2nd ESR Priority List with UK as rapporteur. They 
are presently not included in Annex I. - In April 1998 the Environment Group agreed to classify the 
substances with N; R50-53. – The UK classification proposal for health effects was identical for 
nonylphenol and 4-nonylphenol, branched, suggesting a joint entry. 
 
Conclusion: 
The discussion of nonylphenol and 4-nonylphenol, branched, had to be postponed to the next 
meeting due to time constraints. 
 
 
7. Continuation of discussion on MMV Fibres  

ECBI/12/97 - Add. 4 IRNS, F, MMMF transposition of 23.ATP in France, suggestion of co-ordination 
at EU level 

ECBI/12/97 - Add. 5 I, comments/ questions concerning man made fibres 
ECBI/12/97 - Add. 6 UK, MMVF, 23.ATP, comments on urgent problems to be solved 
ECBI/12/97 - Add. 7 ECFIA, background documentation for MMVF discussion 
ECBI/12/97 - Add. 8 EURIMA, Statement on classification of Mineral Wool as skin irritant 
ECBI/12/97 - Add. 9 D, MMVF, information related to D derogation on classif. of MMVF (reasons and 

SCTEE opinion, 8.10.99) 
ECBI/12/97 - Add. 10 IRL, announcement of proposals for individual inclusion of two new MMVF in 

Annex I 
 
D, IRL and EURIMA presented the documentation they had provided for this meeting (Room 
Documents ECBI/12/97 Adds. 8-10). The Group thanked D for informing the Group of 
activities in relation to the German derogation on classification of MMV fibres. IRL announced 
the Group would receive data sheets on two new MMV fibres in the near future with the aim 
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of their individual inclusion in Annex I. The dossiers would contain a proposal not to classify 
for carcinogenicity; the proposal for skin irritation needed further consideration. EURIMA 
described problems ensuing the obligatory labelling with Xi; R38 through the link to the 
Dangerous Waste Directive, although, according to EURIMA no evidence existed in support 
of this classification. EURIMA also informed the Group of a current development of fibre 
group definitions, respectively of chemical ranges, in order to enable separate entries 
(groups) in Annex I. Furthermore, they worked on a new phrasing for Nota A, but did not yet 
have enough documentation to develop a systematic statistical approach. EURIMA want to 
establish a central Control Board/Institution by the beginning of 2000 to follow a system like 
the German RAL, through which information would be collected. UK was highly satisfied 
about the important initiative to establish a Control Institution. One of the important 
requirements of the envisaged system was transparency to enable auditing to gain the 
confidence from outside. UK recalled the difficult discussions to arrive at the Working Group 
agreements on the classification of MMV fibres. As to EURIMA’s comments on skin irritation, 
there had been a clear message from the Group that MMV fibres should always be 
controlled at the workplace, and re-opening of the issue was not welcomed. Exoneration only 
applied to the Category 3 classification for carcinogenicity, if a secure use at the workplace 
regarding this end-point could be guaranteed. However, UK remarked, they could imagine a 
different phrase for 'mechanical' skin irritation but no removal altogether. The phrase had to 
stay within the 'irritant' property. NL stated in case the problem was the symbol Xi due to the 
Dangerous Waste Directive, it had to be clear that downstream consequences were not 
within the scope of the discussions by this Group. But a more relevant and accurate wording 
of the R-phrase was a possible way forward, although it would have to be developed within 
the symbol. EURIMA emphasised the obligatory labelling with the “Andreas Cross” did not 
stimulate the development of new and safer fibre types. New biosoluble fibres ought not to be 
labelled for skin irritation. UK stressed the need for respective evidence.  
 
Nota Q:  
Mr. Juan Riego-Sintes, ECB, explained the present state of method validation to the 
Working Group. The 90d inhalation test was currently under calibration, with several 
different fibres to be tested by the Fraunhofer Institut in Germany. Results were expected for 
next year. The biopersistence tests - Task Force would meet in November with interested 
parties to organise ring-testing. Probably four different laboratories, one from UK, one 
German, one French, and one Swiss, would be involved. Industry would provide the fibres, 
the EU-Commission would organise the actual testing and testing expenses would be met by 
the test laboratories.  
In vitro methods had not yet been proposed. 
UK was interested in the views of other Member States on the development of in vitro tests 
for a long-term strategy. EURIMA described that they currently sponsored two laboratories, 
with several others taking part on their own expenses, to carry out two ring-tests (dissolution 
protocol) for in vitro test guidelines to be developed. It was too early to submit details. 
 
Nota R:  
Mr. Juan Riego-Sintes informed the Group that a draft method to measure the length 
weighted geometric mean diameter had arrived from UK shortly before the meeting. I had 
been asked to comment. A three party discussion was planned to take place before 
distribution of the draft to the other Member States. On the question of the wording, UK said 
a proposal was under development for clarification, with a summary on the mathematical 
evaluation of the test results. EURIMA requested to be contacted on this issue. 
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8. Wording of R-phrases for CMR Cat. 3  

ECBI/14/97 S, Swedish derogations regarding criteria for classification and risk phrases for 
carcinogenic substances; modifying R40 

ECBI/14/97 - Add. 1 FIN, comments on Swedish proposals to modify R40. 
ECBI/14/97 - Add. 2 F, comments on Swedish proposals to modify R40. 
ECBI/14/97 - Add. 3 CEFIC, comments on Swedish proposals to modify R40. 
ECBI/14/97 - Add. 4 N, comments on Swedish proposals to modify R40. 
ECBI/14/97 - Add. 5 UK, comments on Swedish proposals to modify R40. 
ECBI/14/97 - Add. 6 DK, comments on Swedish proposals to modify R40. 
ECBI/14/97 - Add. 7 CONCAWE, comments on Swedish proposals to modify R40. 
ECBI/14/97 - Add. 8  ECB, list of entries in Annex I classified with R40. 
ECBI/14/97 - Add. 9 B, Comments on the Swedish proposal concerning R-phrase for Category 3 

carcinogens. 
ECBI/14/97 - Add. 10 S, modification of R40 
ECBI/14/97 - Add. 11 ECB, comments from UK, FR, DE and IRL on modification of R40 
ECBI/14/97 - Add. 12 I, comments on the Swedish proposal to modify R40 
ECBI/14/97 - Add. 13 S, revised proposal for modification of R40. 
ECBI/14/97 - Add. 14 UK, response to ECBI/14/97 - Add. 13 
ECBI/14/97 - Add. 15 A, DE wording for R40/carcinogens, proposal to change wording for Cat. 3 

mutagens 
ECBI/14/97 - Add. 16 IRL, EN wording of R40/carcinogens, proposal to change wording for Cat. 3 

mutagens   
ECBI/14/97 - Add. 17 ECB, New wording of R40 (Carc. Cat. 3), suggestions from Translation Service 

and MS delegations  
 
8.1  Wording of R40 for Cat. 3 carcinogens (ECBI/14/97 Adds. 15 - 17) 

ECBI/14/97 - Add. 15 A, DE wording R40/carcinogens, proposal to change R40 wording for Cat. 3 
mutagens 

ECBI/14/97 - Add. 16 IRL, EN wording of R40/carcinogens, proposal to change wording for Cat. 3 
mutagens   

ECBI/14/97 - Add. 17 ECB, New wording of R40 (Carc. Cat. 3), suggestions from Translation Service 
and MS delegations 

 
Referring to the diverging suggestions for a new R40 wording in ECBI/14/97 – Add. 17 in all 
EU languages, UK suggested to continue the discussions in order to find one phrase usable 
for translation into all languages. This was important for workplace control purposes. I and D 
stressed that only slight differences ought to be acceptable in the different languages. The 
EN wording preferred by both UK and IRL was “Possibility of a carcinogenic effect” with 
emphasis by UK that the extension “- limited evidence” was required. “Limited evidence of 
(IRL: “..for..”?) a carcinogenic effect” seemed an acceptable alternative to UK. D and EL 
indicated that they could not imagine an agreement suitable for the DE and EL language 
versions on the basis of the phrase “…limited evidence…” DG Environment felt that the 
meaning of the DE “Verdacht” was actually equivalent to the preferred EN “limited evidence”. 
The majority of the Group agreed that one of the two would be the basis for the wording in 
the other languages. F stated that it would be difficult to translate into French the new UK 
proposal "limited evidence of a carcinogenic effect" but it was recognised that the French 
proposal with the extension reproduced in Add. 17 "effect cancérogène suspecté, preuves 
insuffisantes" was very similar. The Chair asked for final wordings before the next meeting.  
 
8.2  Wording of R-phrases for Cat. 3 mutagens and reproduction toxicants  

ECBI/14/97 - Add. 1 FIN, comments on Swedish proposals to modify R40 
ECBI/14/97 - Add. 6 DK, comments on Swedish proposals to modify R40 
ECBI/14/97 - Add. 11 ECB, comments from UK, FR, DE and IRL on modification of R40 
ECBI/14/97 - Add. 13 S, revised proposal for modification of R40. 
ECBI/14/97 - Add. 14 UK, response to ECBI/14/97 - Add. 13 



CMR Working Group Meeting, 13 - 15 October 1999     ECBI/61/99 – Rev. 3 / 17.04.2000    

44 

ECBI/14/97 - Add. 15 A, DE wording R40/carcinogens, proposal to change R40 wording for Cat. 3 
mutagens 

ECBI/14/97 - Add. 16 IRL, EN wording of R40/carcinogens, proposal to change wording for Cat. 3 
mutagens 

 
D preferred a fast introduction of a changed R40 wording also for Category 3 mutagens, but 
could accept a postponement of the discussion based on the concerns voiced by other 
Member States. UK, supported by F, felt that it would be inappropriate to amend this phrase 
at the present time. UK stressed that this phrase was currently applied to both suspect 
mutagens and, especially in the case of new substances, to suspect carcinogens. UK 
suggested that amendments to the classification criteria for mutagens and carcinogens would 
be needed were the R40 phrase for category 3 mutagens to be amended. For S and N this 
discussion was not of equal priority as the R40 wording for carcinogens, and the Group 
agreed to proceed with this discussion at the next meeting.  
The Group did not wish to discuss the wording of R-phrases for reproduction toxicants and 
agreed to return to this agenda point at the next meeting. 
 
9. Outstanding Swedish problem: acute oral toxicity  

ECBI/26/98 Add. 7 S, Labelling issues related to the global harmonisation of hazard 
communication including acute oral toxicity (R322) 

ECBI/26/98 Add. 8 S, The Swedish 4th category for acute toxicity and the 5th class in the 
harmonised criteria 

ECBI/26/98 Add. 9 IRL, Comments from Ireland on the Swedish Problem on Acute Toxicity 
ECBI/26/98 Add. 10 Rev. 1 Summary record, working group meeting in Helsinki 28-29 September 

1999 
 
An ad-hoc meeting to discuss the outstanding Swedish problem with a 4th acute toxicity 
category in relation to the 5th class in the harmonised criteria had taken place in Helsinki 28-
29 September. The Summary record from the small group meeting had been distributed to 
the Group together with an IRL proposal that had been tabled at that meeting. ECB made a 
short overview of the discussion that had taken place as referred to in the Summary record. 
Different ways to solve the problem had been discussed. The IRL proposal suggested a 
stepwise approach towards the globally harmonised system within the framework of Directive 
67/548/EEC where it also would partly be possible to accommodate the Swedish problem. 
The idea was that the 5th class could be identified with an R-phrase, but not a symbol at this 
stage. This would also be a start to implement the globally harmonised criteria for acute 
toxicity, which is the end-point most diverging from the EU system. Another possibility would 
be to accommodate the Swedish problem by a revision of the Preparations Directive, but this 
would of course exclude substances falling into the category and in addition the new 
Directive would not come into force before the S derogation had expired. Neither, in this 
case, would it be possible to identify a labelling symbol. It had also been suggested that the 
Swedish 4th category could be covered by the Marketing and Use Directive (76/769/EEC). 
ECB had an unofficially consulted with DG Enterprise on the issue, but their first reaction was 
that it would be difficult to include the substances falling into the Swedish 4th category in the 
Directive, as this substances were not subject to any restricted marketing but only a labelling 
requirement. At the ad-hoc meeting it had been agreed that the most convenient way to solve 
the problem at this stage, would be if S could apply for a prolonged derogation period. The 
motivation would be that the problem could better be solved when the global harmonised 
system was finalised. It would then be possible to implement a new system that would be 
completely in line with the globally harmonised system rather than change the system several 
times, which would create confusion both for manufacturers and users. S expressed their 
gratitude to the ECB and the Group that they had got the possibility to extensively discuss 
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the issue. S agreed with the conclusion of the ad-hoc meeting that the best solution would be 
a prolonged derogation, in order to await the results from the harmonisation work on 
labelling. They felt the IRL proposal was a logic and good solution to the problem in line with 
the harmonised classification criteria. F thought that the best solution would be to wait for the 
global harmonisation and deal with the problem in the implementation of the new criteria. It 
would therefor be helpful with further derogation for S during this time period. UK pointed out 
that the 5th class in the harmonised criteria would be a possibility, but it would still not be an 
obligation for the EU to include the 5th class in a future implementation of the criteria. They 
thought that the Marketing and Use Directive would probably be the correct place to cover 
substances and preparations in the Swedish 4th category. The advantage was that this would 
be a fast solution to the problem.  CEFIC expressed their support to a prolonged derogation 
and then use the globally harmonised system as a basis for further discussions on the issue. 
Even if the harmonised criteria for acute toxicity were agreed, the complete system was far 
from ready at this point why it would be logic to wait until the new system was in place. 
Industry also informed that it would be possible to revise annexes to the Preparations 
Directive before the new Directive was in place, but this would of course still not include 
substances. UK also felt that a prolonged derogation would be of benefit in this case and that 
indeed it would be easier to solve the problem in light of the globally harmonised system. 
However it was important to continue to discuss the problem, as it would be a political 
decision whether a prolonged derogation would be approved.  ECB suggested that it would 
be suitable to have a new discussion on the issue at the May 2000 meeting when one day 
would be dedicated to discussions on the global harmonised system, and that perhaps the 
small group could meet another time before that. DG Environment referred to Recital 12 of 
Directive 99/33/EC where it is said that at the end of the exemption period the aquis 
communitaire will apply to Sweden under the same conditions as it applies in the other 
member states. Any prolongation of the exemption period would require an amendment of 
Directive 67/548/EEC by a Directive of the European Parliament and the Council. Recital 12 
also states that during the exemption period, the respective provisions should continue to be 
reviewed. ECB promised to put the issue on the agenda of the January meeting and that the 
Group then would agree on how to proceed the discussions. 
 
 
10. Specific concentration limits for carcinogenicity: proposals from Norway  

ECBI/09/95 – Add. 9 N, Proposals for specific concentration limits for 7 substances: C097, C033, 
C019, C100, C016 and W033: potency considerations 

ECBI/09/95 – Add. 14  N, Proposals for specific concentration limits, 10 substances: C163, C033, C055, 
C164, C100, C165, C166, C167, C168 and C034, potency considerations 

ECBI/09/95 – Add. 15 T. Sanner, Proposals for specific concentration limits, 2 substances: C169, 
C170, potency considerations 

ECBI/09/95 – Add. 16 N, updated list of high potency carcinogens and coordination with Seveso II 
Directive 

 
10.1 Substances  
 
Little discussion time was left for the Norwegian proposals. In order to make some progress, 
the Chair asked the Group to indicate which of the following 12 proposals they were 
confident to accept, respectively, denominate the ones which required a detailed discussion. 
 
hexamethylphosphoric triamide (C033), 015-106-00-2. 

ECBI/09/95 – Add. 9 N, Proposals for specific concentration limits for 7 substances: C097, C033, 
C019, C100, C016 and W033: potency considerations 

ECBI/09/95 – Add. 14  N, Proposals for specific concentration limits, 10 substances: C163, C033, C055, 
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C164, C100, C165, C166, C167, C168 and C034, potency considerations 
 

Hexamethylphosphoric triamide is currently classified in Annex I with Carc. Cat. 2; R45 : Muta. Cat. 2; 
R46 (12.ATP). No Nota. No specific concentration limits. The proposal from N contained calculations 
and arguments in support of a lower specific concentration limit due to high carcinogenic potency 
(T25: 0.02 mg/kg/d, nasal tumours, gender unspecified, rat). 
 
UK indicated there were questions to be asked in relation to the current categorisation for 
carcinogenicity and, therefore, sought a more detailed discussion than time allowed. In 
particular, UK noted that tumours had been seen in only one species and the in vivo 
genotoxicty of this substance did not seem to have been established. 
 
Conclusion: 
Due to time constraints, further discussion of the substance was postponed. 
  
 
2,3,4-trichlorobut-1-ene (C100), 602-076-00-6.  

ECBI/09/95 – Add. 9 N, Proposals for specific concentration limits for 7 substances: C097, C033, 
C019, C100, C016 and W033: potency considerations 

ECBI/09/95 – Add. 14  N, Proposals for specific concentration limits, 10 substances: C163, C033, C055, 
C164, C100, C165, C166, C167, C168 and C034, potency considerations 

 
2,3,4-Trichlorobut-1-ene is currently classified in Annex I with Carc. Cat. 3; R40 : T; R23 : Xn; R22 : 
Xi; R36/37/38 : N; R50-53 (22.ATP, environment update). No Nota. No specific concentration limits.  
The proposal from N contained calculations and arguments in support of a lower specific 
concentration limit due to high carcinogenic potency (T25: 0.6 mg/kg/d, nasal neuroepitheliomas, 
male rat). 
 
UK was concerned that the calculated T25 of 0.6 mg/kg/d was close to the boundary to 
medium potency. Therefore, it was important to be certain of the validity of the starting 
assumptions. They preferred to come back to the substance at the next meeting. Industry 
remarked that this Category 3 substance was not restricted in the EU. B wanted to 
concentrate on carcinogens in Category 1 and 2 for high potency discussions, in particular, if 
there were uncertainties involved.  
 
Conclusion: 
Due to time constraints, it was agreed to continue the discussion of the substance at the next 
meeting. 
 
 
dimethylcarbamoyl chloride (C163), 006-041-00-0. 

 ECBI/09/95 – Add. 14  N, Proposals for specific concentration limits, 10 substances: C163, C033, C055, 
C164, C100, C165, C166, C167, C168 and C034, potency considerations 

 
Dimethylcarbamoyl chloride is currently classified in Annex I with Carc. Cat. 2; R45 : T; R23 : Xn; R22 
: Xi; R36/37/38 (12.ATP). Nota E. No specific concentration limits. The proposal from N contained 
calculations and arguments in support of a lower specific concentration limit due to high carcinogenic 
potency (T25: 0.18 mg/kg/d, squamous cell carcinomas in the nasal cavity, male Syrian hamster). 
 
D could accept this proposal in line with an established, very low limit value of 0.0005% for 
the workplace in Germany (TRK-value, based on a different than the T25 concept). D 
preferred to include this value also in the specific concentration limits in Annex I and wanted 
to provide arguments until the next meeting. UK indicated support for a lower concentration 
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limit but currently had no view on the number. F remarked that a low limit for the workplace 
should have no bearing on this discussion. The Group provisionally agreed to apply the 
concentration limit of 0.0005% for the carcinogenicity classification, but wanted to wait for the 
German arguments before taking a final decision. 
 
Conclusion: 
The Group provisionally agreed to apply the concentration limit of 0.0005% for the 
carcinogenicity classification and wanted to continue the discussion when detailed arguments 
would be available from D. 
 
 
benz[a]anthracene (C055), 601-033-00-9.  

ECBI/09/95 – Add. 14  N, Proposals for specific concentration limits, 10 substances: C163, C033, C055, 
C164, C100, C165, C166, C167, C168 and C034, potency considerations 

 
Benz[a]anthracene is currently classified in Annex I with Carc. Cat. 2; R45 : N; R50-53 (24.ATP, 
environment update). No Nota. No specific concentration limits. The proposal from N contained 
calculations and arguments in support of a lower specific concentration limit due to high carcinogenic 
potency (T25: 0.034 mg/kg/d, lung adenomas, male and female B6AF1/J mice). 
 
UK and NL commented that, in their opinion, the chosen tumour type might be of uncertain 
relevance and, therefore, not appropriate to take a decision on a lower concentration limit 
due to high potency. The Group agreed that further discussion should be postponed. 
 
Conclusion: 
Due to time constraints, further discussion of the substance was postponed. 
  
 
dibenz[a,h]anthracene (C164), 601-041-00-2. 

ECBI/09/95 – Add. 14  N, Proposals for specific concentration limits, 10 substances: C163, C033, C055, 
C164, C100, C165, C166, C167, C168 and C034, potency considerations 

 
Dibenz[a,h]anthracene is currently classified in Annex I with Carc. Cat. 2; R45 : N; R50-53 (24.ATP, 
environment update). No Nota. No specific concentration limits. The proposal from N contained 
calculations and arguments in support of a lower specific concentration limit due to high carcinogenic 
potency (T25: 1.4 mg/kg/d, pulmonary carcinomas, male DBA/2 mice). 
 
UK and NL commented that, in their opinion, the chosen tumour type might be of uncertain 
relevance and, therefore, not the appropriate basis for a decision on a lower concentration 
limit due to high potency. The Group agreed that further discussion should be postponed. 
 
Conclusion: 
Due to time constraints, further discussion of the substance was postponed. 
  
 
oxybis[chloromethane]; bis (chloromethyl) ether (C165), 603-046-00-5. 

ECBI/09/95 – Add. 14  N, Proposals for specific concentration limits, 10 substances: C163, C033, C055, 
C164, C100, C165, C166, C167, C168 and C034, potency considerations 

 
Oxybis[chloromethane]; bis (chloromethyl) ether is currently classified in Annex I with R10 : Carc. Cat. 
1; R45 : T+; R26 : T; R24 : Xn; R22 (12.ATP). Nota E. No specific concentration limits. The proposal 
from N contained calculations and arguments in support of a lower specific concentration limit due to 
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high carcinogenic potency (T25: 0.0065 mg/kg/d, several types of respiratory tract tumours, male SD 
rat). 
 
The Group provisionally agreed to the N proposal and allocated 0.01% as the specific 
concentration limit for carcinogenicity due to high potency. The Group provisionally also 
agreed on the ECB suggestion to apply the general limits for the other health endpoints (the 
ECB proposal was available on paper at the meeting). 
 
Conclusion: 
The Group provisionally agreed to allocate 0.01% as the concentration limit for 
carcinogenicity and to apply the following general limits for the other classifications: C >25% 
T+; R45-22-24-26 : 7%<  C <25% T+; R45-21-26 : 3%< C <7% T; R45-21-23 : 1%< C <3% 
T; R45-23 : 0.1%< C <1% T; R45-20 : 0.01%< C <0.1% T; R45. Confirmation would be 
sought at the next meeting. 
  
 
Dimethylnitrosoamine (C166), 612-077-00-3.  

ECBI/09/95 – Add. 14  N, Proposals for specific concentration limits, 10 substances: C163, C033, C055, 
C164, C100, C165, C166, C167, C168 and C034, potency considerations 

 
Dimethylnitrosoamine is currently classified in Annex I with Carc. Cat. 2; R45 : T+; R26 : T; R25-48/25 
: N; R51-53 (22.ATP, environment update). Nota E. No specific concentration limits. The proposal 
from N contained calculations and arguments in support of a lower specific concentration limit due to 
high carcinogenic potency (T25: 0.34 mg/kg/d, liver tumours, Porton rat). 
 
The Group provisionally agreed to the N proposal and allocated 0.01% as the specific 
concentration limit for carcinogenicity due to high potency. The Group provisionally also 
agreed on the ECB suggestion to apply the general limits for the other health endpoints (the 
ECB proposal was available at the meeting). 
 
Conclusion: 
The Group provisionally agreed to allocate 0.01% as the concentration limit for 
carcinogenicity and to apply the following general limits for the other classifications: C >25% 
T+; R45-25-26-48/25 : 10%< C <25% T+; R45-22-26-48/25 : 7%< C <10% T+; R45-22-26-
48/22 : 3%< C <7% T; R45-22-23-48/22 : 1%< C <3% T; R45-23-48/22 : 0.1%< C <1% T; 
R45-20 : 0.01%< C <0.1%: T; R45. Confirmation would be sought at the next meeting. 
 
 
1-methyl-3-nitro-1-nitrosoguanidine (C167), 612-083-00-6.  

ECBI/09/95 – Add. 14  N, Proposals for specific concentration limits, 10 substances: C163, C033, C055, 
C164, C100, C165, C166, C167, C168 and C034, potency considerations 

 
1-methyl-3-nitro-1-nitrosoguanidine is currently classified in Annex I with Carc. Cat. 2; R45 : Xn; R20 : 
Xi; R36/38 : N; R51-53 (21.ATP). Nota E. No specific concentration limits. The proposal from N 
contained calculations and arguments in support of a lower specific concentration limit due to high 
carcinogenic potency (T25: 0.1 mg/kg/d, glandular stomach, male Wistar rat). 
 
The Group provisionally agreed to the N proposal and allocated 0.01% as the specific 
concentration limit for carcinogenicity due to high potency. The Group provisionally also 
agreed on the ECB suggestion to apply the general limits for the other health endpoints (the 
ECB proposal was available at the meeting). 
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Conclusion: 
The Group provisionally agreed to allocate 0.01% as the concentration limit for 
carcinogenicity and to apply the following general limits for the other classifications: C >25% 
T+; R45-20-36/38 : 20%< C <25% T+; R45-36/38 : 0.01%< C <20%: T; R45. Confirmation 
would be sought at the next meeting. 
 
 
Nitrosodipropylamine (C168), 612-098-00-8.  

ECBI/09/95 – Add. 14  N, Proposals for specific concentration limits, 10 substances: C163, C033, C055, 
C164, C100, C165, C166, C167, C168 and C034, potency considerations 

 
Nitrosodipropylamine is currently classified in Annex I with Carc. Cat. 2; R45 : Xn; R22 : N; R51-53 
(22.ATP, environment update). Nota E. No specific concentration limits. The proposal from N 
contained calculations and arguments in support of a lower specific concentration limit due to high 
carcinogenic potency (T25: 0.12 mg/kg/d, esophageal carcinomas, male and female F344 rat). 
 
The Group provisionally agreed to the N proposal and allocated 0.01% as the specific 
concentration limit for carcinogenicity due to high potency. The Group provisionally also 
agreed on the ECB suggestion to apply the general limit for Xn; R22 (the ECB proposal was 
available at the meeting). 
 
Conclusion: 
The Group provisionally agreed to allocate 0.01% as the concentration limit for 
carcinogenicity and to apply the general limit for Xn; R22. Agreed concentration limits: C 
>25% T+; R45-22 : 0.01%< C <25%: T; R45. Confirmation would be sought at the next 
meeting.  
 
2-methylaziridine; propyleneimine (C034), 613-033-00-6.  

ECBI/09/95 – Add. 14  N, Proposals for specific concentration limits, 10 substances: C163, C033, C055, 
C164, C100, C165, C166, C167, C168 and C034, potency considerations 

 
2-methylaziridine; propyleneimine is currently classified in Annex I with F; R11 : Carc. Cat. 2; R45 : 
T+; R26/27/28 : Xi; R41 : N; R51-53 (25.ATP, environment update). Nota E. No specific concentration 
limits. The proposal from N contained calculations and arguments in support of a lower specific 
concentration limit due to high carcinogenic potency (T25: 0.8 mg/kg/d, mammary adenocarcinomas, 
female CR rat). 
 
NL was uncertain on the body weight used in the T25 calculation and wanted to return to the 
substance at the next meeting. Further discussion was postponed. 
 
Conclusion: 
Due to time constraints, further discussion of the substance was postponed. 
 
 
dichloroacetylene (C169 ), 602-069-00-8.  

ECBI/09/95 – Add. 15 T. Sanner, Proposals for specific concentration limits, 2 substances: C169, 
C170, potency considerations 

 
Dichloroacetylene is currently classified in Annex I with E; R2 : Carc. Cat. 3; R40 : Xn; R48/20 
(21.ATP). No Nota. No specific concentration limits. The proposal from N contained calculations and 
arguments in support of a lower specific concentration limit due to high carcinogenic potency (T25: 
0.09 mg/kg/d, cystadenocarcinomas of the kidney, male NMRI mice / T25: 1 mg/kg/d, cystadenomas 
of the kidney, male Wistar rat). 
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NL felt the T25 calculations should start with the carcinomas. UK held the view that the 
evidence on carcinogenicity was such that the classification of this substance needed to be 
addressed; perhaps Carc Cat 2; R45 was merited. UK asked if Norway would be able to look 
again at the data with this in mind.  
 
Conclusion: 
Due to time constraints, further discussion of the substance was postponed. 
 
 
1,4-dichlorobut-2-ene (C170), 602-073-00-X. 

ECBI/09/95 – Add. 15 T. Sanner, Proposals for specific concentration limits, 2 substances: C169, 
C170, potency considerations 

 
1,4-dichlorobut-2-ene is currently classified in Annex I with Carc. Cat. 2; R45 : T+; R26 : T; R24/25 : 
C; R34 : N; R50-53 (22.ATP, environment update). Nota E. No specific concentration limits. The 
proposal from N contained calculations and arguments in support of a lower specific concentration 
limit due to high carcinogenic potency (T25: 0.36 mg/kg/d, malignant nasal tumours, male Chr:CD 
rat). 
 
The Group provisionally agreed to the N proposal and allocated 0.01% as the specific 
concentration limit for carcinogenicity due to high potency. The Group provisionally also 
agreed on the ECB suggestion to apply the general limits for the other health endpoints (the 
ECB proposal was available at the meeting). 
 
Conclusion: 
The Group provisionally agreed to allocate 0.01% as the concentration limit for 
carcinogenicity and to apply the following general limits for the other classifications: C >25% 
T+; R45-24/25-26-34 : 10%< C <25% T+; R45-21/22-26-34 : 7%< C <10% T+; R45-21/22-
26-36/37/38 : 5%< C <7% T; R45-21/22-23-36/37/38 : 3%< C <5% T; R45-21/22-23 : 1%< C 
<3% T; R45-23 : 0.1%< C <1% T; R45-20 : 0.01%< C <0.1% T; R45. Confirmation would be 
sought at the next meeting. 
 
 
10.2 High potency carcinogens list from Norway: Preparations for the next meeting 

ECBI/09/95 – Add. 16 N, updated list of high potency carcinogens and coordination with Seveso II 
Directive  

T03.30/33/99/MC/mc Michalis D. Christou, Scientific Secretary of TWG 8, Request for evaluation of a 
number of substances and their classification as carcinogens 

 
The Chair explained that additional proposals are expected from N to arrive early next year 
in order to be discussed by the Working Group within a suitable time scale. The other item 
placed under this agenda point was the request by TWG 8 under the Seveso Directive II, to 
explore the coordination possible with their activities in order to establish a list of named 
carcinogens of high potency, respectively high concern, under this Directive. 
N in their introduction of the overview list of 75 substances classified as carcinogens with 
high potency in Norway stressed the derogation under the EEA both for these substances 
and the Norwegian classification system. If N wanted to change their system the same level 
of protection had to be retained for the future. N also remarked on initiatives to shorten the 
list on well argued grounds in order to arrive at a lower number of substances for which lower 
concentration limits were required (one consideration was to exclude substances, which to 
the knowledge of the Authorities are not used in Norway). N also stressed that sufficient 
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discussion time should be allocated to the Norwegian proposals in order to gain more 
experience on the application of the Potency Guidelines, and expressed strong 
dissatisfaction on the superficial treatment of substances under agenda point 10.1.  
 
UK recalled that several decisions had already been taken using the Potency Guidelines, but 
was of the opinion that the resources were not sufficient to discuss high potency in detail in 
each case in question; furthermore, high potency was not the only basis on which lower limits 
could be set. UK suggested concentration of the Group on substance proposals for which 
improved health protection could be predicted by setting specific concentration limits. The UK 
view was explicitly underlined by D and F, who were concerned, in particular, that substances 
not yet classified in Annex I should be given high priority. F emphasised the usefulness of the 
Potency Guidelines to set lower concentration limits on a case by case basis, but not as an 
instrument to be applied systematically. Severe protection measures were already in place 
for Category 1 and 2 carcinogens by downstream legislation at the workplace and these 
carcinogens would not be contained in preparations used by the general public. Therefore, F 
was not in favour of prioritising high potency considerations. D added that high potency 
should enter the discussion if the Group felt that it is important for a correct handling of the 
hazard classification. UK proposed that those carcinogens should be selected first, which N 
believed would create a problem to their public if they do not have any specific concentration 
limits.  
The Chair introduced the list of substances provided by Mr. Michalis D. Christou, Scientific 
Secretary of TWG 8, for which classification as carcinogens was requested (room document). 
Due to time constraints the discussion was postponed to the next meeting.  
 

 
11. Specific classification items 
 
11.1 R-phrase 64: requirements for application (ECBI/21/96 – Adds. 3 and 4) 

ECBI/21/96 - Add. 3 ECB, Note for the File, discussion of R64: Requirements for application, Solna 
CMR meeting 7-9 June 1999 

ECBI/21/96 - Add. 4 S, Swedish comments on criteria for labelling with R64 - pentabromodiphenyl 
ether, PBDPE (U044) 

 
S summarised the general considerations, which should lead to the allocation of R64, as 
outlined in ECBI/21/96 – Add. 4. S emphasised that flexibility and expert judgement should 
guide such a decision and that R64 should not be restricted to substances explicitly shown to 
cause toxic effects in the offspring during lactation. CEFIC observed that a clear distinction 
for “toxic” substances of real concern among all substances found in the body was missing 
from the Swedish approach. S remarked, while standard data were usually available to 
identify the toxic effects of a substance, frequently appropriate toxicokinetic information was 
lacking to identify or estimate the level of toxicity to the breast-fed baby. DK supported the 
focus in the Swedish document on the higher sensitivity of small children and offered the 
view that high lipid solubility and classification for dangerous effects should trigger R64. 
Dangerous effects should not be restricted to carcinogenic and reprotoxic properties. FIN 
welcomed the overview given by Sweden as suitable to achieve a better basis for a common 
approach. However, FIN felt it would be of advantage to ask the Specialised Experts on 
their principle considerations and maybe on the development of a clearer guidance. UK 
recalled that the intention of the Specialised Experts had been to allow for flexibility and not 
to press on a scientific policy. UK supported that the current criteria should be used. They 
expected an attempt to revise them not to diminish the difficulties involved. D offered 
examples of substances, which were clearly damaging by chronic exposure or ensuing their 
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ability to bioaccumulate, like DDT and PCBs. These substances, and similar ones causing 
long-term effects, deserved to be classified with R64. The Group supported the German 
considerations. CEFIC added that e.g. low dose liver-toxins enriching in breast-milk would 
need to be classified with R64.  
Due to time constraints, the discussion of proposals to classify individual substances on the 
agenda with R64, other than pentabromodiphenyl ether (see agenda point 6.1), had to be 
postponed to the next meeting. 
 
 
12. Changes to the Annexes: preparation of the next ATP  

ECBI/29/99 UK proposal to amendment of Annex VI due to the Prep Directive 
ECBI/29/99 – Rev. 1 UK, revised proposal to amendment of Annex VI due to the Prep Directive 
ECBI/29/99 – Add. 1 ECB, Revision of the Foreword to Annex I, Annexes III and VI 
ECBI/29/99 – Add. 2 CEFIC, comments on ECBI/29/99, Amendment of Annex VI due to Prep. Dir. 
ECBI/29/99 – Add. 3 CEFIC, comments on ECBI/29/99-Add.1, Amendment of Annex VI, Section 4.1.3 
ECBI/29/99 – Add. 4 ECPA, comments on ECBI/29/99-Rev.1, Amendment of Annex VI 
ECBI/29/99 – Add. 5 DGIII, Comments on the UK paper on the amendment of Annex VI 
ECBI/29/99 – Add. 6 NL, Comments on the UK paper on the amendment of Annex VI, Environment 
ECBI/29/99 – Add. 7 D, Comment on ECBI/29/99-Add.1, Nota B  

 
12.1 Annex I – revisions and new substance entries 
  
12.1.1 Kathon (CMI/MI, W040): Agreed concentration limit for R43  

Draft Annex I entry: 
a mixture of: 5-chloro-2-methyl-2H-isothiazol-3-one [EC no. 247-500-7] and 2-methyl-
2H-isothiazol-3-one [EC no. 220-239-6] (3:1) 
Working Group Agreement (March 99): T; R23/24/25 : C; R34 : R43 : N; R50-53. 
Concentration limits: C ≥ 25 % :    T; R23/24/25-34-43 
  3% ≤ C  < 25% :   C; R20/21/22-34-43 
  0.6% ≤ C < 3% :  C; R34-43 
  0.06% ≤ C < 0.6% :  Xi; R36/38-43 
  0.0015% ≤ C < 0.06% :  Xi; R43 

ECBI/46/95 – Add. 72 CEFIC, Kathon (W040), comment on agreed concentration limit of 15 ppm for 
R43 (coverletter & 10 docs.) 

  
 
This substance was problematic for N under the EEA. Kathon (mixture of MCI and MI 3:1) is not in 
EINECS, although the two substances of which the mixture is composed are both listed. For the 
environment, N proposed to classify MCI only. The N proposal contains kathon (mixture of MCI and 
MI), MCI and MI. - In April 1998, classification with N; R50-53 for MCI and MI was agreed. - In May 
1998 the Group agreed to classify MCI / MI 3:1 as T; R23/24/25 : C; R34 : R43. Symbol T. R-phrases 
23/24/25-34-43. S-phrases (2-)26-28-36/37/39-45. Specific concentration limit for R34, 0.6 %. Specific 
concentration limit for R43: [15 ppm] [30 ppm] [50 ppm]. - In July, 1998, the Group agreed that this 
substance was a "mixture", not a "reaction product", and therefore that it could be regarded as an 
existing substance. Also, that the name MCI/MI 3:1 was inappropriate for entry in Annex I. N requested 
that a final conclusion regarding the concentration limit be delayed so that they could provide further 
documentation in support of a 15 ppm limit. - In October 1998 the Group requested more time to 
consider all of the new data on skin sensitisation potency that had been presented at this meeting and 
confirmed classification of 5-chloro-2-methyl-2H-isothiazol-3-one, 2-methyl-2H-isothiazol-3-one, 3:1 
with T; R23/24/25 : C; R34 : R43. N; R50-53. Symbols T and N. R-phrases 23/24/25-34-43-50/53. S-
phrases (2-)26-28-36/37/39-45-60-61. Specific concentration limit for R34, 0.6 %. The outstanding 
issue of a specific concentration limit for R43 was to be continued at the next meeting. – In March 99 
new documentation was available from S, underlining the potent nature of the skin sensitizing property. 
A majority of Member States supported or accepted 15 ppm as the special concentration limit for R43. 
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While D, E, and IRL argued in favour of 30 ppm, finally the Group agreed to apply the special 
concentration limit of 15 ppm. Further to the above classification and labelling elements the agreed 
specific concentration limits were: C ≥ 25 % T; R23/24/25-34-43 : 3% ≤ C  < 25% C; R20/21/22-34-43 : 
0.6% ≤ C < 3% C; R34-43 : 0.06% ≤ C < 0.6% Xi; R36/38-43 : 0.0015% ≤ C < 0.06% Xi; R43. This 
proposal was to be sent to DG ENV for possible inclusion in a future TPC. The ECB presented 
different options for the identity elements and nomenclature of the entry and asked for written 
comments. 
 
A request from Industry to re-open the discussion of the concentration limit 15ppm for skin 
sensitisation, comprising extensive new documentation, had been distributed prior to the 
meeting. The Chair put emphasis on the agreement from March 99 reached on a sound basis 
and after intensive discussions, and expressed that this agreement should be respected, as 
had been the case at similar occasions in the past. However, it was up to the Member States 
experts to judge whether this late contribution from Industry necessitated further discussions. 
DK, N and A expressed strong objections to a re-opening of the issue. A stressed that a re-
opening of the issue was only acceptable provided the substance would be included into the 
next ATP. UK recalled isolated cases, when discussions had been re-opened after 
agreements had been reached, and stated they had preferred 50ppm for the concentration 
limit but had found the arguments at the March 99 meeting compelling enough to accept 
15ppm. While new arguments might have been presented in ECBI/46/95 – Add. 72, they 
mentioned other problems concerning the planned Annex I entry in need of further 
consultations. One point for clarification was whether the identity of the entry, which 
represented a preparation, was legally permissible.  Secondly, the possibility of a specified 
label for skin sensitisation according to Annex V, B. 9., of the Preparations Directive, below the 
threshold should be examined. In their third point the UK referred to the restrictions due to 
threshold concentrations already in place for Kathon if it is sold on the market. F was aware of 
another aspect, namely, the import of one of the individual constituents, which would not be 
covered by the draft Annex I entry. While the Chair recalled that the identity problem had been 
treated and solved earlier, the Group agreed to continue the discussion of the points raised by 
UK and F at the next meeting. 
 
Conclusion: 
The Group agreed to continue the discussion of problematic aspects related to the planned 
Annex I entry of Kathon at the next meeting.  
 
 
12.2 Foreword to Annex I 
 
12.2.1 Nota B and Nota R  

ECBI/12/97 – Add. 6 UK, MMVF, 23.ATP, comments on urgent problems to be solved 
ECBI/29/99 – Add. 1 ECB, Revision of the Foreword to Annex I, Annexes III and VI 
ECBI/29/99 – Add. 7 D, Comment on ECBI/29/99-Add.1, Nota B 

 
The Group agreed to undertake the correction in Nota B as proposed by D in ECBI/29/99 – 
Add. 7. 
 
12.3 Annex VI – modifications for Preparations Directive  

ECBI/29/99 – Rev. 1  UK, revised proposal to amendment of Annex VI due to the Prep. Directive 
ECBI/29/99 – Add. 4 ECPA, comments on ECBI/29/99-Rev.1, Amendment of Annex VI 
ECBI/29/99 – Add. 5 DGIII, Comments on the UK paper on the amendment of Annex VI 
ECBI/29/99 – Add. 6 NL, Comments on the UK paper on the amendment of Annex VI, Environment 
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The Chair informed the Group of a recent offer by D to host and organise an ad-hoc meeting 
in February 2000 dedicated to the revision of Annex VI necessary on account of the changes 
in the new Preparations Directive. The participation should be restricted to a limited number 
of Member States and Industry experts, preferably familiar with both the Substances and 
Preparations Directive. Participation would at least be requested from DG Environment and 
DG Enterprise. Further information could be provided to the Group after fixation of the basic 
organisational details.  
The Chair expressed gratefulness to the UK for taking the initiative in drafting the essential 
start-up documents ECBI/29/99 and Rev. 1. ECB promised to consider comments received 
up to now from Member States and Industry in the follow-up document ECBI/29/99 - Rev. 2, 
to be drafted by ECB and distributed before the next meeting of the Working Group. 
 
12.4 Annex III and additional changes in Annex VI  

ECBI/29/99 - Add. 1 ECB, Revision of the Foreword to Annex I, Annexes III and VI 
ECBI/29/99 – Add. 3 CEFIC, comments on ECBI/29/99-Add.1, Amendment of Annex VI, Section 4.1.3 
ECBI/20/96  I, Labelling guide point 3.2.5 - Corrosion criteria for strong acids and alkalis 
ECBI/20/96 - Add. 1  EL, labelling guide point 3.2.5 - Corrosion criteria dep. On pH, further problems 

and inconsistencies 
ECBI/20/96 - Add. 2 UK, discussion paper - Classification for Corrosivity 
ECBI/20/96 - Add. 3 UK, discussion paper - criteria, classification for corrosivity, update  

 
No discussion took place due to time constraints. The Chair announced inclusion in 
ECBI/29/99 - Rev. 2 of additional changes in Annex VI as drafted in ECBI/29/99 - Add. 1, as 
far as appropriate, and comments received. 
 
12.4.1 ISO and other standards in Directive 67/548/EC 

ECBI/10/99 UK, comment on citation practice and information on ISO standards   
 
The Chair announced inclusion of titles and missing dates of issue of ISO and other 
standards, where cited, in the future draft ECBI/29/99 - Rev. 2. The Group agreed that this 
would contribute to clarity and transparency of Annex VI. 
 
12.4.2 Classification criteria for corrosivity (ECBI/20/96 – Add. 3) 

ECBI/20/96 I, labelling guide point 3.2.5 - Corrosion criteria for strong acids and alkalis 
ECBI/20/96 – Add. 1 EL, labelling guide point 3.2.5 - Corrosion criteria, dependence on pH, further 

problems and inconsistencies 
ECBI/20/96 – Add. 2 UK, Discussion paper on the Classification for Corrosivity  
ECBI/20/96 - Add. 3 UK, discussion paper - criteria, classification for corrosivity, update 

 
Due to time constraints, the Group agreed that extensive discussion of the updated criteria 
paper from the UK and of the problems introduced earlier by I and EL should be scheduled at 
the next meeting.  
 
 
13. Global Harmonisation  

ECBI/31/99 – Rev. 1 ECB, Downsream legislation from 67/548/EEC 
ECBI/31/99 – Add. 1 CEFIC, comments on ECBI/31/99, Downstream legislation from 67/548/EEC 
ECBI/51/99 CEFIC, comparison of classification criteria for substances, harmonised vs. EU 

system 
 
Due to time constraints, this agenda point was not discussed, but would be re-visited at the 
next meeting. 
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13.1 Classification of preparations using acute toxicity alternative methods 
 
13.2 Hazard Communication – Preparation for ILO meeting in Washington                  

1-4 November 1999 
 
Due to time constraints, both agenda points were not discussed further. 
 
 
14. Any Other Business 
 
14.1 Information exchange on 26. ATP 
 
14.1.1 Text changes in Annex IX, late requests  

ECBI/24/99 – Add.1 Rev.3 ECB, document for preparation of changes in Annex IX at TPC 
 

The Chair informed the Group of late requests by UK and S for slight changes to the revised 
text of Annex IX, prepared for the 26. TPC. These requests referred to a correction, the 
suggestion for better text comprehensibility, and the inclusion of the title of a cited ISO-
Standard (Room Document ECBI/24/99 – Add. 1 Rev. 3). If all Member States could agree 
and if all other language versions were provided in time, these changes could be performed 
before or at the TPC meeting. 

 
14.1.2 Three new dinitrotoluene isomer entries  

ECBI/24/99 – Add. 2 ECB, Note for the file: problems with DNT isomers 
 
The problems with the draft new Annex I entries of 2,3-, 3,4-, 2,5- and 3,5-isomers of 
dinitrotoluene were summarised as in ECBI/24/99 – Add. 2. UK explained they were 
concerned that publication would give rise to the wrong impression that the substances had 
been dealt with by the Working Group and the classification updated. However, an existing 
classification was just reproduced although arguments based on SAR to the 2,4- and 2,6-
isomers pointed towards possible carcinogenicity. They preferred a withdrawal from the 
26.ATP. CEFIC provided information on the uses of dinitrotoluene isomers as intermediates, 
in their isolated form as well as in mixtures, respectively the 3,5-isomer as a photochemical. 
The 3,5-dinitrotoluene was not carcinogenic according to CEFIC. D supported the UK and 
preferred that producers classify the isomers not in Annex I on SAR grounds by way of self-
classification. The Group agreed to discuss the issue further and take the decision whether 
the entries should remain in the 26.ATP or not at the pre-TPC meeting scheduled for 11 
November 99.  

 
14.1.3 Biphenyl-2-ol (604-020-00-6) and sodium 2-biphenylate (604-021-00-1):  Results 

from Environment WG meeting 
 
Information was provided that the Environment Group on the basis of new documentation 
had revised their earlier decision to classify with N; R50-53 for the environment in favour of 
N; R50 only at the September meeting. In case a late change in the 26.ATP would not be 
possible, the decision to withdraw both entries should be taken at the pre-TPC meeting.  
 
 
14.2 Consolidation of Directive 67/548/EEC 
 
This was an agenda point for information on the planned publication of the consolidated 
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Annexes to Directive 67/548/EEC. A special concern was the correction of inconsistencies 
concerning the German translation from the EN “harmful” between the 7th Amendment 
(“gesundheitsschaedlich”) and the EN OJ publication of the 18th ATP (use of the outdated 
“mindergiftig”).    
 
 
14.3 Annex I entries: problems identified by Member States 
 
14.3.1 Acrylates and Methacrylates  

ECBI/36/99 DK, generic entries for acrylates and methacrylates: do they cover di-, tri-, poly-
derivatives? 

 
Due to time constraints, the Chair introduced the problem only. The discussion was 
postponed to the next meeting. 
 
14.3.2 Cadmium compounds  

ECBI/47/99 ECB, Note for the file: Cadmium entries, nomenclature of generic entry and 
outdated classification 

 
Due to time constraints, treatment of this complex issue was postponed to the next meeting. 
 
14.3.3 Outdated classification with Xn; R40: 603-029-00-2 and 603-066-00-4 
 
Due to time constraints, the Chair remarked on the problem only, but discussion was 
postponed to the next meeting. 
 
14.3.4 Inconsistencies in classification and labelling: 013-002-00-1 and 030-002-00-7 
 
The Chair asked the Group for assistance regarding definitive reasons for the 
inconsistencies in classification and labelling of the two Annex I entries in question. If reasons 
were not found, corrections would be performed with a future ATP containing Annex I 
revisions in line with the rules in Annex VI.  
 
 
14.4 R66 and R67 - preparations  
 
This subject had been taken on the agenda by request of DK. While D felt that a treatment in 
the Group was needed to resolve the problems, FIN was of the opinion that the solution 
would have to be sought under the scope of the Preparations Directive. A more detailed 
discussion was to take place at the next meeting.  
 
14.5 Future priorities 
 
14.5.1 DG III request: inclusion of 8 aromatic amines in Annex I  

III/C/4/SP D(99) DG III request: inclusion of 8 aromatic amines in Annex I  
 

The Chair introduced the list of substances in the room document III/C/4/SP D(99) to the 
Group and remarked that these substances apparently were classified carcinogens 
according to the German MAK-list. UK announced a data sheet and classification proposal 
concerning one of the aromatic amines on the list, which was already in preparation [p-
cresidine, EC No. 204-419-1, CAS No. 120-71-8, according to an email message received 
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from UK after the meeting]. D wanted to provide information on the others. 
 

 
14.6 Acute inhalation toxicity: micronised particles  

ECBI/52/99 Bayer AG, acute inhalation toxicity, draft proposal for technical guidance OECD 
403 

 
Background information was provided on the reason for this agenda point. While the 
Pesticides Group had requested the advice from the CMR Group on classification for acute 
inhalation toxicity in case of problematic data sets, including results derived from tests with 
micronised particles, the promised explanatory notes had not arrived from Industry. 
ECBI/52/99 from Bayer AG was described as an expert document not directly related to the 
classification problems. Treatment of the request from the Pesticides Group was postponed 
until the CMR Group would have received documentation suitable to initiate the discussion.  
 
 
14.7 Alloys  

ECBI/17/95 – Add. 2 EUROMETAUX, cover letter for distr.of a DG XI/III/V Working document on the 
classification of alloys 

ECBI/17/95 – Add. 3 DG III, Comments on current activities on alloys 
ECBI/17/95 – Add. 4 EUROFER, proposal for a practical system for the classification of alloys 

 
The Chair and EUROFER gave a summary account of documents recently received. 
EUROFER explained consultations were still in progress in order to develop a proposal for a 
practical system for the classification of alloys. At the present stage different options were 
examined. The Group decided that alloys would not be on the agenda until further progress 
be made in the EU and OECD fora primarily in charge and involved in the international 
discussions.   
 
15. Future Meetings 
 
15.1 Working Group meeting schedule for 2000 
 
The Group was provided with a draft plan of meetings in the year 2000. The next CMR 
Working Group meeting was planned for 19 - 21 January 2000. The Group welcomed the 
suggestion of the ECB to extend the following meeting, scheduled for 10-12 May 2000, to 
include Tuesday, 9 May, dedicated to discussions of the state of progress and strategies in 
Global Harmonisation of Hazard Communication.  
 
 
16. Deadlines 
 
New classification proposals to be discussed at the next meeting should be sent to the ECB 
before 19 November 99. Comments on the draft agenda, on new classification proposals and 
additional documents for distribution should be sent to the ECB before 10 December. 
 




