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Review of submissions for Annex IV

REVIEW OF ANNEX IV OF REGULATION (EC) NO. 1907/2006 (REACH)

REVIEW OF PROPOSALS FOR INSERTION OR DELETION OF SUBSTANCES
FROM ANNEX IV OF REACH

Prepared by DHI, Milieu Ltd. and Protection Through Knowledge (PKT) Ltd.

INTRODUCTION

Annex IV of REACH identifies substances that are exempted from the registration, evaluation
and downstream user provisions of REACH on the basis that sufficient information is known
about these substances so that they are considered to cause minimum risk because of their
intrinsic properties (Article 2(7)(a)).

The stakeholders were invited to submit dossiers for additions to, or deletions of substances
from, the Annex IV of REACH. The submissions were first sent to either the national competent
authority of the home country of the applicant or to one of the following industry organisations:
CEFIC, CONCAWE and REACH Alliance with a copy to the Commission. The competent
authorities or the industry organisations performed an initial screening of the submissions
against the agreed criteria set out in the document ‘Criteria for Inclusion of Substances in Annex
IV of Regulation (EC) No. 1907/2006 Concerning the Registration, Evaluation, Authorisation
and Restriction of Chemicals (REACH)’, hereafter called the Criteria Document.

Following the initial screening a total of 292 proposals for insertion and 2 proposals for deletion
were forwarded and evaluated by the contractor. Some of the submissions were not evaluated as
they had the form as ‘position papers’ and some of the submissions were lacking a dossier.

The review by the contractor comprised (i) a completeness check of the submissions according
to the requirements for information and documentation and (ii) an evaluation of the
documentation for compliance with the criteria laid down in the Criteria Document. In order to
fulfill the requirements on documentation a complete dossier was required. A complete dossier
includes according to section 4 (1) of the Criteria Document:
o An overall conclusion
o A conclusion (descriptive and numerical) per endpoint
o The information specified in section 3 on ‘Information requirements’ and a completed
format in accordance with the instructions in Appendix 2 (including completed Tables 1-
4, robust study summaries, and descriptions and justifications for adaptations according
to column 2 or Annex IX of REACH).

According to the criteria, minimum risk because of intrinsic properties could only be concluded
if all the criteria for physicochemical properties, toxicological properties and ecotoxicological
properties mentioned in sections 2.1-2.3 in the Criteria Document were met.

The results of the reviews are presented below in the Table entitled ‘Results of Review of
Submissions for Annex IV of REACH’, which includes summaries of the individual substance
reviews and conclusions on whether the submissions passed or failed the requirements described
in the Criteria Document.
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METHODOLOGY
The methodology applied for the review was a stepwise process consisting of the following
steps:

o Examination of whether a complete dossier was submitted or not. Submissions without a
complete dossier, e.g. proposals which could better be characterised as ‘position papers’,
were not evaluated

o Submissions with a complete dossier were reviewed to identify if there were data gaps in
the dossier. Such data gaps could be, e.g., missing robust study summaries, or missing
justification for applying the adaptations according to column 2 of Annexes VII-X of
REACH or according to Annex XI of REACH

o For the complete submissions containing all the required data, the next step was to
examine if the ecotoxicological criteria were met. If one criterion was not met, the
submission was regarded as failing the criteria, and the data related to other criteria were
not considered further (Criteria Document, section 5.1)

o The submissions fulfilling the ecotoxicological criteria were further evaluated to
examine if the toxicological and physicochemical criteria were met.

The review of the submissions followed strictly the Criteria Document both in terms of the
information and documentation requirements and in relation to compliance with the defined
criteria.

Section 3 of the Criteria Document, defining the information requirements, prescribes that:

o Robust study summaries shall be provided for a minimum of one key study per endpoint
for physicochemical, toxicological and ecotoxicological properties (section 3 (4))

o The standard information corresponding to the endpoints set out in Annexes VII-X is
required with the clarifications specified in section 3 (2), including the possibility to
apply the specific rules for adaptation provided in column 2 of the Annexes (this would
require that a description and justification is provided in the submission as stated in
Appendix 2 of the Criteria Document)

o The general rules for adaptation of the standard testing regime as described in Annex XI,
sections 1 and 2, may be applied provided that their use is fully justified (this would
require that a description and justification is provided in the submission as stated in
Appendix 2 of the Criteria Document).

The approach used to evaluate the information contained in the submissions was to apply the

principles described in the REACH Annexes VII-X and XI; these principles and the way they
have been used in the review of the submissions are summarised below.
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Robust study summaries

According to the definition in REACH (Article 3), a robust study summary means a detailed
summary of the objectives, methods, results and conclusions of a full study report providing
sufficient information to make an independent assessment of the study minimising the need to
consult the full study report.

In the review of the submissions, only the submissions including for key endpoints robust study
summaries or study summaries containing the same level of information as a robust study
summary have been accepted. For example, for some substances the data available in the form
of a report from IUCLID IV does not comply with the required level of information, whereas,
for other substances, a IUCLID IV report does contain a sufficient and, thus, acceptable level of
information.

If no information in form of a robust study summary is presented, then a clear justification for
adaptation is required.

Adaptation according to column 2 of Annexes VII-X

Column 2 of Annexes VII-X permits adaptation in relation to exceptions from the standard
information requirements. The Criteria Document permits using the specific rules in column 2
with the exception of adaptations based on exposure or risk considerations.

In the review of the submissions, it was evaluated whether an adaptation from the standard
testing regime of Annexes VII-X proposed by the applicant was valid and sufficiently justified.

Applying the adaptation from the standard testing regime requires, first of all, that the reason for
doing so shall be valid. This means the specific rules given in column 2 of Annexes VII-X shall
apply and they shall be documented and justified. For example, if the applicant seeks waiving of
a specific endpoint by stating the substance is ‘readily biodegradable’, then this adaptation is
only regarded as justified, if ready biodegradability has been demonstrated in a valid study.

For the future registration of substances under REACH, the proposed long term toxicity test
depends on the chemical safety assessment. For the current review of Annex IV, a minimum one
long-term toxicity study for the most sensitive organism (crustacean or fish) is required. There is
no waiving possibility for this endpoint.

In absence of terrestrial data, equilibrium partitioning can be applied together with data on the
aquatic toxicity to calculate the potential for effects in the terrestrial environment. Exposure
based waiving of the standard information required for demonstrating effects on terrestrial
organisms is not considered as valid. Furthermore, reference to data confirming the ready
biodegradability of a substance cannot be used as an argument for omitting information on
effects on terrestrial organisms, as rapid biodegradation does not ensure minimum risk of
possible future uses, where the substance is released directly into the soil environment.

Adaptation according to Annex XI

Annex XI includes general rules for adaptation of the standard testing regime set out in Annexes
VII-X, which are detailed in three sections: (i) Testing does not appear scientifically necessary,
(i1) Testing is technically not possible, and (iii) Substance-tailored exposure-driven testing. The
Criteria Document states that the general rules in Annex XI, sections 1 and 2, may be applied in
submissions for Annex IV, whereas the rules in section 3 do not apply as they are based on an
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exposure assessment and, thus, a known use of the substance which cannot take exposure
resulting from unknown future uses into account (Criteria Document, section 3 (7)).

In the review of the submissions, the following principles were applied to evaluate the
justification of proposed adaptations referring to Annex XI.

Use of existing data. Data from experiments not carried out according to GLP or the test
methods referred to in REACH, Article 13 (3), and historical human data, were only accepted in
the evaluation of the submissions, when the conditions described in Annex XI, section 1.1 were
met. First of all, this requires that the data are considered as adequate and reliable for the
particular endpoint and that adequate and reliable documentation is provided.

Weight of evidence. Weight of evidence combining several independent sources may lead to the
assumption/conclusion that a substance has or has not a particular dangerous property. This type
of argumentation requires that adequate and reliable documentation is provided for each
individual endpoint for which the weight of evidence is applied.

Qualitative or quantitative structure-activity relationship ((Q)SAR). In absence of experimental
data, results obtained by use of QSAR models can be applied. The approach applied in the
review was that the QSAR models applied in the submissions should be commonly recognised
and used within the application area of the models (e.g., the application area could be that the
model is valid for water soluble substances). A justification that the validity criteria of the
applied QSAR model were fulfilled was considered as a mandatory documentation requirement.
Examples of QSAR results that were not accepted in the review include: (i) QSAR calculations
for substances that were not within the application area of the model and (ii) predictions of ready
biodegradability when no other evidence for ready biodegradability was presented.

Grouping of substances and read-across approach. The grouping and read-across approach
permits the prediction of physicochemical, ecotoxicological and toxicological properties within
a group of substances. It requires that the properties of the substances are alike or follow a
regular pattern as a result of structural similarities. The similarities may be based on a common
functional group, common precursor or breakdown products with similar structure or a constant
pattern in the changing of the potency of the properties across the group.

A justification based on a physical and/or chemical description of the structural similarities was
considered as a mandatory requirement for the grouping approach. As the results of the
endpoints in Annexes VII-X may depend on different functional groups or structural similarities
within the group of substances (especially if the group is broad) it is required to document the
relationship between structural similarities and effect for each effect type.

Adequate and reliable documentation shall be provided in relation to the use of the read-across
approach. When data for one substance are used for the assessment of another substance, the
structures of both substances and their structural similarities need to be described. It should also
be clear that the actual data for the substance used in the read-across to another substance must
be adequately described and documented. Furthermore, the mere reference to substances in the
current Annex IV has not been considered sufficient, if the above mentioned details of the read-
across were not provided.
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Criteria for commonly known substances

Section 3 (8) of the Criteria Document describes the possibility that commonly known
substances can be evaluated case-by-case. This applies only to substances for which there are
clear scientific evidence that prolonged daily and continuous human and environmental
exposure does not lead to more than minimum risk. Waiving of the standard information
requirements for such substances may refer to Annex XI, particularly sections 1.1 (Use of
existing data) and 1.2 (Weight of evidence).

It shall be justified that the information required in Annexes VII-X would not add useful data to
the already available information. The approach taken in the review was that clear scientific
evidence (in the form of quantitative data or observations) should be provided for all individual
endpoints for substances where reference to section 3 (8) of the Criteria Document is made.

Submissions for deletion
Section 4(5) of the Criteria Document, defining the documentation requirements prescribes that:
o Dossier containing a conclusion that the substance does not meet the criteria shall be
provided
o Documentation and justification shall be provided by completion of the relevant sections
of the format (Appendix 2).

The approach taken in the review was that the documentation should be reliable and that the data
should give rise to concerns by the indication that the criteria were not met for at least one
endpoint.

The results of the reviews are presented below in the Table entitled ‘Results of Review of
Submissions for Annex IV of REACH’.

Regarding the proposals for deletion from Annex IV of Carbon and Graphite discussion on the
nanoforms of the two substances is included as part of the evaluation of the existing entries in
Appendix 2.
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