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Comments and response to comments on Annex XV SVHC: Proposal and Justification 

Disclaimer: The European Chemicals Agency is not responsible for the content of this document. The Response to Comments table has been prepared by the competent authority of the Member State preparing the proposal for identification of a Substance of Very High Concern. The comments were received during the public consultation of the Annex XV dossier.
Substance name:
Diisobutyl phthalate (DIBP)
CAS number: 
84-69-5
EC number: 

201-553-2
Reason of the submission of the Annex XV: CMR
General comments
	Date 
	Submitted by (name, Organisation/MSCA)
	Comment 
	Response

	20091003
	Individual, United States
	We support the nomination of this chemical to the Candidate List, and believe it is important, given its properties, for it to be as strictly controlled as possible.
	Thank you for the support.

	20091005
	Individual, United Kingdom
	I support the nomination of this chemical to the Candidate List, and believe it is important, given its properties, for it to be as strictly controlled as possible.
	Thank you for the support.

	20091007
	Company, (on behalf of), Czech Republic
	Dear all,

The company is the manufacturer of DIBP in the EU. The company can generally agree that they are substances in the EU that should be controlled. However, the company disagree that DIBP could be placed on Candidate List and than to Annex XIV of REACH. We can provide you these reasons:

1) The proof that DIBP is reprotoxic in Annex XV is very weak. There is no GLP study (or similar) and doses in mentioned studies are extremely overestimated (pages 15-16 and 17). Also conclusions concerning human toxicity are wrong. More details in specific comments.

2) There is also Annex XV for Dibutyl phthalate (DBP). There is wrong conclusion on page 35, that DBP was replaced by DINP or DIDP. DBP was replaced by DIBP, because this substance was not classified till now, so downstream users has to modify technologies in plants again - it is not so simple. Moreover, there is a lot of CMEs using DIBP as a plasticizer in unique products.

3) There is not only EU in the world. You can exclude phthalates from EU, but it does not mean they will no longer exist. Manucaturers within EU will be replaced by US or Asian manufacturers on the global market. Maybe you will be happy with this, but more than 10.000 employees in the EU involved in phthalate and plastics business not.

4) As European Commission indicated, also DINP and DIDP are not so friendly substances. With all respect to you phthalates will be freely used in public health field as  blood-bags but will be authorized for use as plasticizers in sea-cables (typical use of DBP)?

5) The company is preparing joint submission dossier for DBP. The company offers to all Authorities to check this dossier and propose to wait with decision to add DIBP to Candidate List to June 2010.

	The available data base for reproductive toxicology has been evaluated for the toxic potential of DIBP on reproduction and development. No information was provided by the company to challenge the classification and labelling which was decided through legal instruments.
DIBP is proposed to be identified as SVHC on the basis of its classification as toxic to reproduction (Repr. Cat. 2 and Cat. 3) according to Directive 67/548/EEC by the 31st Adaption to Technical progress (31st ATP; Commission Directive 2009/2/EC). With entering into force of the 1st ATP to CLP, DIBP is included in Annex VI, part 3, Table 3.2 of Regulation (EC) No 1272/2008 as Repr. 1B.
According to Article 57 (c) of Regulation 1907/2006 (the REACH Regulation) substances meeting the criteria for classification as toxic for reproduction category 1 or 2 in accordance with Directive 67/548/EEC may be included in Annex XIV. 
Furthermore DIBP meets following criteria for getting a high prioritization for identification as SVHC candidate: 
1. high production volume

2. wide dispersive use
3. Due to its very similar application properties DIBP is one of the main marketed all-round alternatives to DBP. The toxicological profile of DIBP resembles that of DBP, which the European Chemical Agency included on the list of priority substances recommended to be included in Annex XIV due to reproductive toxicity. 
Medical devices do not belong to the range of validity of REACH. For phthalates in medical devices (e.g. blood bags), the Directive 76/768EEC is valid.  
We note that the company is preparing a joint submission dossier for DBP, a substance which is already recommended to be included in Annex XIV.

	20091009
	Inter-Environnement Wallonie, National NGO (on behalf of), Belgium
	We support the nomination of this chemical to the Candidate List, and believe it is important, given its properties, for it to be as strictly controlled as possible
	Thank you for the support.

	20091012
	Norwegian Pollution Control Authority, National Authority (on behalf of), Norway
	The Norwegian CA supports that diisobutyl phthalate (DIBP) (CAS number 84-69-5) should be identified as a substance of very high concern and included in the “Candidate List” of substances of very high concern for authorisation. This is in accordance with REACH Article 57 (c), since DIBP is classified as toxic for reproduction (Repr. Cat. 2 in the Directive 67/548/EEC (by the 31st ATP) and Repr. 1B in the Regulation (EC) No 1272/2008 and the COM Regulation (EC) No 790/2009 (1st ATP to CLP). 

DIBP may be an unwanted substitute for DBP and other phtalates already included in the “Candidate List”. Ideally all substances belonging to the same functional group should be included in the “Candidate List” to avoid that industry replaces a substance on the “Candidate List” by a substance with equal hazards
	Thank you for the support.

	20091012
	HSE Dr. Hofmann GmbH, Company (on behalf of), Germany
	An evidence based evaluation of the existing studies is the most important inprovement in medicine in the last two decades. I ask for an evidence based evaluation also in toxicity and especially with respect to the reproduction toxicity of a substance. Inhalation cacinogenicity studies with TioO2 have shown that this test system is extermely oversensitive. It can be postulated that according to this testsystem all substances have to be evaluated as inhalative carcinogens(an excemption is created by substances whose systemic toxicity limits the maximum dosages). A classification as a substance with SVHC properties is a severe step with far-reaching consequences. So far the dossier does not contain an evaluation of the studies with respect to the evidence level of their results towards humans (and also not for animals in "normal" life). How relevant are the positive results especially of the reproduction toxicity studies on an evidence based level?
	Basis for the regulation of DIBP as SVHC is its classification as toxic to reproduction (Repr. Cat. 2 and Cat. 3) according to Directive 67/548/EEC by the 31st Adaption to Technical progress (31st ATP; Commission Directive 2009/2/EC). With entering into force of the 1st ATP to CLP, DIBP is included in Annex VI, part 3, Table 3.2 of Regulation (EC) No 1272/2008 as Repr. 1B. 



	20091013
	MSCA
	We agree with the conclusion that Diisobutyl phthalate  fulfills the criteria to identify it as CMR substance according to article 57a) of the REACH regulation.

It should be noted that substance Diisobutyl phthalate is not classified as CMR substance according to Regulation (EC) No 1272/2008. The classification as CMR substance is stated in 1st ATP CLP (790/2009), which entails an obligation to classify  Diisobutyl phthalate as Repr.Cat.2; R61 and which according to article 2(2) shall apply from 1 December 2010.
	Thank you for the support.

	20091014
	MSCA, Ireland
	The Irish Competent Authority agrees with the identification of diisobutyl phthalate as a substance meeting the criteria set out in Article 57 of REACH.
	Thank you for the support.

	20091014
	Health and Environment Alliance, International NGO (on behalf of), Belgium
	Page 4: We support the inclusion of diisobutyl phthalate on the candidate list on the basis of the criteria summarized on page 4 of the submitted Annex XV dossier: “it is proposed to identify the substance as a SVHC according to Article 57 (c).” 

Because of its high production volume (as per the ESIS database), and its wide dispersive use, and moreover, because exposure to DIBP can combine with simultaneous exposure to other hazardous phthalates and thereby likely contribute to cumulative negative effects, we think it is important to prioritise DIBP into the working list for the authorization process (Annex XIV). 

In addition, although the authorization route is not discussed in the dossier, we recommend that diisobutyl phthalate be put through the authorisation procedure via Article 60(4) rather than via the adequate control route (Article 60(2) because exposures to low levels of individual phthalates have an additive effect and can add up to an exposure level that causes harm, as stated in the US National Academies “Phthalates and Cumulative Risk Assessment” comprehensive report.   (Reference: Committee on the Health Risks of Phthalates, National Research Council.  “Phthalates and Cumulative Risk Assessment: The Tasks Ahead.” (U.S.) National Academies 2009. http://www.nap.edu/catalog.php?record_id=12528#toc)  

Therefore, for this substance, a ‘single-substance risk assessment’ via the ‘adequate control’ route will not secure adequate protection of environment, wildlife and human health.  
	Thank you for the support.
We note that a decision on the authorization route via Article 60(4) will be necessary in the case of inclusion of DIBP into the Annex XIV.

	20091014
	WWF European Policy Office, International NGO (on behalf of), Belgium
	WWF supports the inclusion of this substance in the candidate list according to REACH article 57 c).

In our view DIBP should be prioritized based on its high volume production, wide dispersive use and because cumulative effects have to be taken into account owing to simultaneous exposure to DIBP and other phthalates.
	Thank you for the support.

	20091014
	MSCA, France
	France supports the proposal for identification of DIBP as a SVHC as DIBP induces reproductive effects similar to the effects observed with BBP, DBP and DEHP, phthalates which have already been identified as SVHC and proposed by Echa for inclusion in annex XIV. 

As mentioned in the annex XV report DIBP is not subjected to the restrictions that apply specifically for these three phthalates BBP, DBP and DEHP in REACH annex XVII. Besides, although it is not mentioned in the Annex XV report DIBP oppositely to e.g. BBP, DBP and DEHP is also not included in Directive 2007/19/EC regarding restrictions of phthalates in food packaging materials.

France considers therefore this annex XV dossier very relevant in order to attribute similar SVHC status and risk management measure for all the phthalates that share similar reproductive effects such as BBP, DBP, DEHP and DIBP.
	Thank you for the support.
This might be a future action of ECHA checking whether restriction for consumer products is needed or DIBP should be added to the list of substances restricted on Annex XVII.

	20091015
	RIVM, National Authority (on behalf of), The Netherlands
	Whole document: it would be helpful if pages are numbered. Please, add page numbers.
	It is correct that the page numbers are to be supplemented. We kindly asked the ECHA to insert them.

	20091015
	MSCA, United Kingdom
	We agree that diisobutyl phthalate meets the hazard criteria for identification as an SVHC. We note that it is proposed for inclusion on the Candidate List because it has similar hazards to the closely related substance dibutyl phthalate (DBP) (which is recommended for inclusion on Annex XIV) and may be used as a substitute for DBP in many applications. 

We support the inclusion of this substance on the Candidate List but request that a more detailed analysis of potential risk management options is carried out to support decisions on further regulatory action.
	Both authorisation and restriction under REACH are applicable to DIBP. 

On the basis of available knowledge on DIBP (toxicity and use) the most appropriate risk

management is the authorisation process. As one of the main marketed all-round alternatives to DBP, DIBP meets following criteria for getting a high prioritization for identification as SVHC candidate: 
- high production volume

- wide dispersive use.
In the case of a restriction proposal an inacceptable risk should have been identified by Member States. At present data of DIBP are insufficient to substantiate that. 
At present the data on exposure and risks are insufficient to elaborate a detailed consideration of risk management options.

Recently the ECHA presented a draft format 'Analysis of the most appropriate risk management option' for SVHCs. From our view this format will be helpful for the preparation of a structured RMO analysis in the future.

	20091015
	WECF, International NGO (on behalf of), The Netherlands
	We support the nomination of this chemical to the Candidate List, and believe it is important, given its properties as reproductive toxicant, for it to be as strictly controlled as possible.
	Thank you for the support.

	20091015
	Federal Ministry of Agriculture, Forestry, Environment and Water Management, National Authority (on behalf of), Austria
	The Austrian CA supports the inclusion of Diisobutyl phthalate (DIDP) into the candidate list. It fulfils the criteria of Art 57. c due to its classification as toxic to reproduction cat 2. Its main use is as plasticizer with very similar properties to Dibutyl phthalate (DBP) a substance that is already proposed for inclusion in Annex XIV together with the phthalates BBP and DEHP. In order to avoid replacement of the latter phthalates by DIDP it should be placed under the authorization procedure together with those phthalates showing a similar toxicological and use profile.
	Thank you for the support.


Specific comments on the justification
	Date 
	Submitted by (name, Organisation/MSCA)
	Comment 
	Response

	20091007
	Company, (on behalf of), Czech Republic
	ad point 1) of general comments:

The company is watching health condition of workers very carefully. The company does not agree with conclusions mentioned in chapter 5.9.3. on page 16. The company has no indication that these conclusions are correct. The company will provide own conclusions in REACH registration dossier.
	We note that the company will provide own conclusions in the REACH registration dossier concerning the publication ‘Decrease in anogenital distance among male infants with prenatal phthalate exposure’ (SWAN et al., 2005) which was considered as additional information in the Annex XV report.

	20091014
	Individual, United Kingdom
	pp 9 -11 The data supplied here is more than enough tomake it necessary to add this substance to the kist.
	Thank you for the support.

	20091014
	Health and Environment Alliance, International NGO (on behalf of), Belgium
	 Page 12-15, section 5.9.2 (Developmental toxicity).  We agree that the male reproductive system is one of the most important target organs of toxicity for DIBP, and studies have shown that specific effects include delayed onset of puberty, hypospadias, and undescended testes (Saillenfait et al, 2006; Saillenfait et al, 2008).  DIBP has been found to have reproductive toxic effects similar to DBP, including reduced anogenital distance and testicular changes (Borch et al, 2006).  DIBP has been found to be equally potent as BBP, DBP, and DEHP, which were accepted on the first candidate list last year, and it has also been found that the effects of being exposed to a mixture of these phthalates accumulate in an additive manner (Howdeshell et al, 2008).  

References:

Borch J, Axelstad M, Vinggaard AM, Dalgaard M.  “Diisobutyl phthalate has comparable anti-androgenic effects to di-n-butyl phthalate in fetal rat testis.”  Toxicol Lett.  2006; 163 (3): 183-190.  

Howdeshell KL, Wilson VS, Furr J, Lambright CR, Rider CV, Blystone CR, Hotchkiss AK, Gray LE.  “A mixture of five phthalate esters inhibits fetal testicular testosterone production in the Sprague-Dawley rat in a cumulative, dose-additive manner.”  Toxicol Sci.  2008; 105 (1): 153-165.  

Saillenfait AM, Sabate JP, Gallissot F.  “Developmental toxic effects of diisobutyl phthalate, the methyl-brancehd analogue of di-n-butyl phthalate, administered by gavage to rats.” Toxicol Lett.  2006; 165 (1): 39-46.  

Saillenfait AM, Sabate JP, Gallissot F.  “Diisobutyl phthalate impairs the androgen-dependent reproductive development of the male rat.”  Reproductive Toxicology.  2008; 26 (2): 107-115.  
	Thank you for the support.

	20091015
	RIVM, National Authority (on behalf of), The Netherlands
	Page 5, 5.1 Toxicokinetics (absorption, metabolism, distribution and elimination)

According to the authors this information is not relevant for this type of dossier. However, in paragraphs 5.6.1 Repeated dose toxicity: oral (page 8 and 9) and 5.9.1 Effects on fertility (page 11) information on mono-iso-butyl phthalate (MIBP), to which DIBP is hydrolyzed, is used to fill in data gaps. As MIBP is main metabolite of DIBP we agree with this approach. 

However, describing of DIBP toxicokinetics will improve the reliability of this dossier. The following references are proposed:

1.
Mentlein, R. and Butte, W. (1989): Hydrolysis of phthalate esters by purified rat and human carboxylesterases. Biochem. Pharmacol., 38, 3126-3128

2.
Swan, S., Main, K., Liu, F., Stewart, S., Kruse, R., Calafat, A., Mao, C., Redmon, J., Ternand, C.,Sullivan, S., Teague, J. and The-Study-for-Future-Families-Research-Team (2005): Decrease in anogenital distance among male infants with prenatal phthalate exposure. Environ. Health Perspect., 113, 1056-1061

Both references have been already used for the current evaluation.

Page 15, 5.9.4 Other relevant information

Please, give information on human exposure via the breast milk. Some data can be found in: 

Giuseppe Latini (2009) Lactational exposure to phthalates in Southern Italy Environment International, Volume 35, Issue 2, February 2009, Pages 236-239. (available also via the internet link:  http://www.sciencedirect.com/science
	In this case of DIBP the authors had decided not to describe the toxicokinetics.
Thank you for your information. The usefulness of the information will be checked when the full study will be received. There is the possibility to supplement additional information in the Annex VX report during the work procedure of prioritization of the SVHC candidates.



Information on use, exposure, alternative and risks on Annex XV SVHC 
Substance name: 
Diisobutyl phthalate (DIBP)
CAS number 

84-69-5
EC number: 

201-553-2
Reason of the submission of the Annex XV: CMR
Specific comments on use, exposure, alternatives and risks
	Date 
	Submitted by (name, Organisation/MSCA)
	Comment 
	Response

	20091007
	Company (on behalf of), Czech Republic
	Consumer exposures are overestimated again (page 20). In reality, almost 10x lower exposure occured.

Alternative plasticizers: 

some of these substances mentioned on page 23-24 contains classified impurities from manufactring process.

Alternative techniques/materials:

these techniques really exist, but most of them only in testing phase and we can count with them far beyond 2012.
	Data on production volumes and consumer exposure are based on publicly accessible information. 
Concerning the selection and the use of alternative substances also large discussion need exists.
We take note of the information on alternative techniques.

	20091014
	International Chemical Secretariat – ChemSec, International NGO (on behalf of), Sweden
	Used as plasticizer in Paints, lacquers,varnishes, paper, pulp and boards, adhesive, binding agents, softeners and viscosity adjusters
	Thank you for the additional information. Uses should be considered in the Annex XV report. It consist the possibility to supplement additional information in the Annex VX report during the work procedure of prioritization of the SVHC candidates. 

	20091014
	CEPE, Industry or trade association (on behalf of), Belgium
	Diisobutyl phthalate is used as a plasticizer in coatings, e.g. in antislip coatings and in epoxy repair mortars
	Thank you for the additional information. Uses should be considered in the Annex XV report. It consist the possibility to supplement additional information in the Annex VX report during the work procedure of prioritization of the SVHC candidates. 

	20091015
	RIVM, National Authority (on behalf of), The Netherlands
	Page 18 - 20, 1.2 Information on uses

Please, add paragraph “Exposure via breast milk” and add data from the following reference:

Giuseppe Latini (2009) Lactational exposure to phthalates in Southern Italy. Environment International, Volume 35, Issue 2, February 2009, Pages 236-239. (available also via the internet link:  http://www.sciencedirect.com/science
Worker exposure

No worker exposure data or number of potentially exposed workers is presented in the annex XV dossier. The exposure information is fully focused on consumer exposure. The dossier would be stronger if information on worker exposure was included too. Such information could be taken from the EU RAR.

Risks related to alternatives

Di-isobutyl phthalate is the main marketed all-round alternative to DBP, which also is classified as CMR. Di-isobutyl phthalate (DIBP) has application properties very similar to the properties of DBP and may therefore be used to substitute for DBP in most, if not all, of its applications. The dossier would be stronger if the risks of these substances would be compared.
	Thank you for that information. The usefulness of the information will be checked when the full study will be received. It consist the possibility to supplement additional information in the Annex VX report during the work procedure of prioritization of the SVHC candidates.

Thank you for the comment. Information on worker exposure should be added. There the possibility to supplement additional information, also on worker exposure, in the Annex VX report during the work procedure of prioritization of the SVHC candidates.

In the Annex XV report it was concluded that the toxicological profile of DIBP resembles that of DIBP. A comparison of the risks of both substances, which we do not regard as necessary at this stage, should be conducted during the authorisation process.
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