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Comments about CLH proposal for Tetrahydrofurfuryl methacrylate (CAS 2455-24-5, EC 219-529-5)  

Dear ECHA, 
[bookmark: _Hlk111457203]acting on behalf of the registrants for the substance Tetrahydrofurfuryl methacrylate (THFMA); we as lead registrant Lucite International Alpha BV acting as Only Representative for Mitsubishi Chemical Corporation have the following comments to make about the CLH proposal for THFMA. 

1) CLH proposal to assign Repr 1B; H360 FD

We disagree with the proposal to include the F classification in H360 FD, as we conclude that the longer times for mating, gestation length, and pre-coital are not significant enough to warrant the F classification. We agree that the data reported in the OECD 422 Combined Repeated Dose toxicity study with the Reproductive/developmental toxicity screening test in rats did observe slight increases in time for mating, gestation length, and pre-coital intervals. 

However on closer inspection, some of the data can be seen to have extreme outliers (an example can be found in the OECD 422 report for study no. 96310 Group 3 regarding pre-coital interval). Extreme outliers would then increase the median values and standard deviations for the pre-coital interval. In group 3 the standard deviation (3.99) in the mid dose study is higher than the mean value (3.2), and in high dose group there is also a quite high standard deviation (standard deviation 2.25 versus a mean of 4.2) and therefore these are not statistically significant data for pre-coital intervals.  

We believe that these outliers are either errors in the assessment or are extremely unrepresentative data results. It should be noticed that the majority of the data falls within expected pre-coital interval for rats.  

We recommend that the hazard classification of THFMA should remain as Repr 1B; with hazard statement code H360D.

We also recognise that the F classification can be determined from the high THF alcohol boundary composition (lead dossier <=1%). However we believe that the actual composition of the residual THF alcohol is much lower than this dossier boundary composition. Therefore we propose to confirm the low residual THF alcohol this by carrying out a co-registrant survey and update the dossier accordingly.  

2) CLH proposal to assign Skin Sens. 1A; H317

We do not agree that THFMA is required to be sub-classified as Skin Sens 1A; and believe the data is only sufficient to warrant a classification of Skin Sens 1.
 
We are aware that the human patch test data for methacrylates (including THFMA) can result in misleading results because of the cross reactivity and allergy sensitisation from other sources of methacrylates. Within the CLH proposal document from the Austrian competent authority, this cross allergy effect was also highlighted and mentioned. 

Therefore the evidence in the CLH proposal discussing the observed sensitisation effects of THFMA from the various human patch studies must be taken with caution. Since these patch test studies involve many methacrylate and other chemicals (including glutaraldehyde, acrylates and  formaldehyde). Such studies are not specific to THFMA and the evidence is not conclusive sufficiently to determine that THFMA causes widespread sensitisation in human studies. The in-vitro skin sensitisation data (LuSens, DPRA, MUSST) can only confirm THFMA is a skin sensitiser and not its potency. 

We believe that Skin Sensitisation Category 1 is justified as the human patch test data is not reliable enough to assign THFMA as a subcategory 1A. 


Yours sincerely  

SIGNED
<confidential>

Regulatory Manager
Representing Lucite International Alpha B.V., which is acting as OR on behalf of Mitsubishi Chemical Corporation
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