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Helsinki, 08 June 2022

Addressees
Registrants of JS_STEARAMIDE as listed in the last Appendix of this decision

Date of submission of the dossier subject to this decision
18/09/2012

Registered substance subject to this decision (“the Substance”)
Substance name: Stearamide
EC number: 204-693-2

Decision number: Please refer to the REACH-IT message which delivered this
communication (in format CCH-D-XXXXXXXXXX-XX-XX/F)

DECISION ON A COMPLIANCE CHECK

Under Article 41 of Regulation (EC) No 1907/2006 (REACH), you must submit the information
listed below, by the deadline of 17 March 2025.

Requested information must be generated using the Substance unless otherwise specified.
A. Information required from all the Registrants subject to Annex VII of REACH
1. Skin sensitisation (Annex VII, Section 8.3.):

i in vitro/in chemico skin sensitisation information on molecular interactions with
skin proteins (OECD TG 442C), inflammatory response in keratinocytes (OECD
TG 442D) and activation of dendritic cells (EU B.71/OECD TG 442E)(Annex VII,
Section 8.3.1.); and

ii. Only if the in vitro/in chemico test methods specified under point 1.i.) are not
applicable for the Substance or the results obtained are not adequate for
classification and risk assessment, in vivo skin sensitisation (Annex VII, Section
8.3.2.; test method: EU B.42./OECD TG 429);

2. In vitro gene mutation study in bacteria (Annex VII, Section 8.4.1.; test method: EU
B.13/14. / OECD TG 471)

3. Long-term toxicity testing on aquatic invertebrates also requested below (triggered
by Annex VII, Section 9.1.1., column 2)

4. Growth inhibition study aquatic plants (Annex VII, Section 9.1.2.; test method: EU
C.3./OECD TG 201)

5. Ready biodegradability (Annex VII, Section 9.2.1.1.; test method: OECD TG
301B/C/D/F or OECD TG 310)

B. Information required from all the Registrants subject to Annex VIII of REACH

1. In vitro cytogenicity study in mammalian cells (Annex VIII, Section 8.4.2.; test
method: OECD TG 473) or In vitro micronucleus study (Annex VIII, Section 8.4.2.;
test method: OECD TG 487)

P.O. Box 400, FI-00121 Helsinki, Finland | Tel. +358 9 686180 | echa.europa.eu



FECHA oo

EUROPEAN CHEMICALS AGENCY

If negative results are obtained in tests performed for the information requirement of
Annex VII, Section 8.4.1. and Annex VIII, Section 8.4.2. then: In vitro gene mutation
study in mammalian cells (Annex VIII, Section 8.4.3.; test method: OECD TG 476 or
TG 490)

Long-term toxicity testing on fish also requested below (triggered by Annex VIII,
Section 9.1.3., column 2)

C. Information required from all the Registrants subject to Annex IX of REACH

1.

Sub-chronic toxicity study (90-day) (Annex IX, Section 8.6.2.; test method: OECD
TG 408) by oral route, in rats

Pre-natal developmental toxicity study (Annex IX, Section 8.7.2.; test method:
OECD TG 414) by oral route, in one species (rat or rabbit)

Long-term toxicity testing on aquatic invertebrates (Annex IX, Section 9.1.5.; test
method: EU C.20./OECD TG 211)

Long-term toxicity testing on fish (Annex IX, Section 9.1.6.; test method: OECD TG
210)

Long-term toxicity testing on terrestrial invertebrates also requested below (triggered
by Annex IX, Section 9.4.1., column 2)

Effects on soil micro-organisms (Annex IX, Section 9.4.2.; test method: EU
C.21./OECD TG 216)

Long-term toxicity to terrestrial plants also requested below (triggered by Annex IX,
Section 9.4.3., column 2)

D. Information required from all the Registrants subject to Annex X of REACH

1.

Pre-natal developmental toxicity study (Annex X, Section 8.7.2.; test method: OECD
TG 414) by oral route, in a second species

Long-term toxicity testing on terrestrial invertebrates (Annex X, Section 9.4.4.; test
method: EU C.33/OECD TG 222 or EU C.32/0OECD TG 220)

Long-term toxicity to terrestrial plants (Annex X, Section 9.4.6.; test method: EU
C.31/0OECD TG 208 with at least six species tested or ISO 22030)

Long-term toxicity testing to sediment organisms (Annex X, Section 9.5.1.; test
method: EU C.35/0ECD TG 225 or EU C.40/OECD TG 233 using spiked sediment)

Reasons for the request(s) are explained in the following appendices:

Appendix entitled "Reasons common to several requests”;

Appendices entitled “Reasons to request information required under Annexes VII to X
of REACH”, respectively.

Information required depends on your tonnage band

You must provide the information listed above for all REACH Annexes applicable to you, and
in accordance with Articles 10(a) and 12(1) of REACH:
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e the information specified in Annex VII to REACH, for registration at 1-10 tonnes per
year (tpa), or as a transported isolated intermediate in quantity above 1000 tpa;

e the information specified in Annexes VII, VIII and IX to REACH, for registration at 100-
1000 tpa;

e the information specified in Annexes VII to X to REACH, for registration at more than
1000 tpa.

You are only required to share the costs of information that you must submit to fulfil your
information requirements.

For certain endpoints, ECHA requests the same study from registrants at different tonnages.
In such cases, only the reasoning why the information is required at lower tonnages is
provided in the corresponding Appendices. For the tonnage where the study is a standard
information requirement, the full reasoning for the request including study design is given.
Only one study is to be conducted; the registrants concerned must make every effort to reach
an agreement as to who is to carry out the study on behalf of the other registrants under
Article 53 of REACH.

How to comply with your information requirements

To comply with your information requirements, you must submit the information requested
by this decision in an updated registration dossier by the deadline indicated above. You must
also update the chemical safety report, where relevant, including any changes to classification
and labelling, based on the newly generated information.

You must follow the general testing and reporting requirements provided under the Appendix
entitled “Requirements to fulfil when conducting and reporting new tests for REACH
purposes”. In addition, you should follow the general recommendations provided under the
Appendix entitled “General recommendations when conducting and reporting new tests for
REACH purposes”. For references used in this decision, please consult the Appendix entitled
“List of references”.

Appeal

This decision, when adopted under Article 51 of REACH, may be appealed to the Board of
Appeal of ECHA within three months of its notification to you. Please refer to
http://echa.europa.eu/requlations/appeals for further information.

Failure to comply

If you do not comply with the information required by this decision by the deadline indicated
above, ECHA will notify the enforcement authorities of your Member State.

Authorised! under the authority of Mike Rasenberg, Director of Hazard Assessment

1 As this is an electronic document, it is not physically signed. This communication has been approved according to
ECHA's internal decision-approval process.
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Appendix on Reasons common to several requests

1. Assessment of your read-across approach under Annex XI, Section 1.5.

You seek to adapt the following standard information requirements by applying (a) read-
across approach(es) in accordance with Annex XI, Section 1.5:

e Skin sensitisation (Annex VII, Section 8.3.)

e In vitro gene mutation study in bacteria (Annex VII, Section 8.4.1.)

e In vitro cytogenicity study in mammalian cells or in vitro micronucleus study (Annex
VIII, Section 8.4.2.)
In vitro gene mutation study in mammalian cells (Annex VIII, Section 8.4.3.)
Sub-chronic toxicity study (90-day), (Annex IX, Section 8.6.2.)
Pre-natal developmental toxicity study (Annex IX, Section 8.7.2.)
Ready biodegradability (Annex VII, Section 9.2.1.1.)
Growth inhibition study aquatic plants (Annex VII, Section 9.1.2.)
Long-term toxicity testing on aquatic invertebrates (Annex IX, Section 9.1.5.)
Long-term toxicity testing on fish (Annex IX, Section 9.1.6.1.)

ECHA has considered the scientific and regulatory validity of your read-across approach(es)
in general before assessing the specific standard information requirements in the following
appendices.

Annex XI, Section 1.5. specifies two conditions which must be fulfilled whenever a read-across
approach is used. Firstly, there needs to be structural similarity between substances which
results in a likelihood that the substances have similar physicochemical, toxicological and
ecotoxicological properties so that the substances may be considered as a group or category.
Secondly, it is required that the relevant properties of a substance within the group may be
predicted from data for reference substance(s) within the group (addressed under
‘Assessment of prediction(s)’).

Additional information on what is necessary when justifying a read-across approach can be
found in the ECHA Guidance R.6. and related documents?3.

A. Predictions for (eco)toxicological and fate properties
You have provided a read-across justification document in IUCLID Section 13.

You read-across between the structurally similar substance Erucamide, EC No. 204-009-2
(CAS No. 112-84-5) and Amides, C16-C18 (even numbered) (No EC No. or CAS No. provided)
as source substance and the Substance as target substance.

You have provided the following reasoning for the prediction of (eco)toxicological and fate
properties:
e "Comparable to the target substance, [the source substance] is not classified in Annex
I of Directive 67/548/EEC, and does not have to be self-classified according to the
available experimental data”;
e "Erucic acid is present in various oils and fats which are part of human diets [...]". You
state that erucic acid is metabolised via beta-oxidation;
e "A cis bond as present in erucic acid will be converted by an endogenous isomerase to

2 Read-Across Assessment Framework (RAAF). 2017 (March) ECHA, Helsinki. 60 pp. Available online: Read-Across
Assessment Framework (https://echa.europa.eu/support/registration/how-to-avoid-unnecessary-testing-on-
animals/grouping-of-substances-and-read-across)

3 Read-across assessment framework (RAAF) - considerations on multi-constituent substances and UVCBs. 2017
(March) ECHA, Helsinki. 40 pp. Available online: https://doi.org/10.2823/794394
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the corresponding trans bond; the resulting fatty acid will then share the same
metabolic fate as saturated ones”;

e You consider that “amides of long-chain fatty acids follow the same metabolic
pathways after systemic uptake”;

e "[The target and source substances] "demonstrate physico-chemical characteristics in
a comparable range of magnitude”;

e You consider that the target and source substance have similar environmental fate
properties (the substances are according to you readily biodegradable, have a high
potential to adsorb to soil and sediment and have a low potential for bioaccumulation);

e You consider that the target and source substance show a similar lack of toxicity
towards aquatic organisms;

e You describe in part the metabolic fate of the Substance, including a description of
several enzymes involved in the hydrolysis process of the Substance. You state: “Due
to the presence of adequate and effective metabolic pathways in the mammalian and
especially the human organism, and the characteristics of the molecules themselves,
a rapid and effective absorption, distribution and metabolism of the target substance,
as well as the source substances, is very likely"”;

e "The target substance and the source substance 2 are mono-constituents with a purity
of more than 80% and do not include any impurities which could have an effect on
classification and labelling. Neither are there impurities which will require a
classification as carcinogenic, mutagenic or toxic to reproduction, [...]. The concept of
impurities does not apply to the source substance 1, which is a UVCB substance”;

e "The substance Amides, C16-18 even numbered differs from the target only in
composition (< 80% C18) and thus it is the best candidate for an analogue substance
for stearamide”;

e "The metabolites stearic acid and palmitic acid (in case of source substance 1) are
among the most common saturated fatty acids and are present in nearly all naturally
occurring animal and vegetable oils and fats, which are common elements of a human
daily food uptake. [...]7;

e "Considering the presence of effective metabolic pathways, the function of the
metabolites as educts for the most effective processes of energy production, storage
and signal transduction, and the abundant endogenous availability of the metabolites
even in the human body, adverse effects after application of stearamide are not to be
expected”.

ECHA understands that you predict the properties of the Substance using a read-across
hypothesis which assumes that different compounds have the same type of effects. The
properties of your Substance are predicted to be quantitatively equal to those of the source
substance.

ECHA notes the following shortcomings with regards to predictions of (eco)toxicological and
fate properties.

a) Characterisation of the source substance

Annex XI, Section 1.5 of the REACH Regulation provides that “substances whose
physicochemical, toxicological and ecotoxicological properties are likely to be similar or follow
a regular pattern as a result of structural similarity may be considered as a group.”

According to the Guidance on IRs and CSA, Section R.6, “the purity and impurity profiles of
the substance and the structural analogue need to be assessed”, and “the extent to which
differences in the purity and impurities are likely to influence the overall toxicity needs to be
addressed, and where technically possible, excluded”. The purity profile and composition can
influence the overall toxicity/properties of the Substance and of the source substance(s)

P.O. Box 400, FI-00121 Helsinki, Finland | Tel. +358 9 686180 | echa.europa.eu



FECHA oo

EUROPEAN CHEMICALS AGENCY

(Guidance on IRs and CSA R.6, Section R.6.2.3.1). Therefore, qualitative and quantitative
information on the compositions of the Substance and of the source substance(s) must be
provided to allow assessing whether the attempted predictions are compromised by the
composition and/or impurities.

Furthermore, whenever the Substance and/or the source substance(s) are UVCB (Unknown
or Variable composition, Complex reaction products or of Biological materials) substances
qualitative compositional information of the individual constituents of the category members
needs to be provided; as well as quantitative characterisation in the form of information on
the concentration of the individual constituents of these substances; to the extent that this
is measurable (Guidance on IRs and CSA, Section R.6.2.5.5.).

In your read-across justification document, you state that “[t]he concept of impurities does
not apply to the target substance, which is a UVCB substance. The source substances are
mono-constituents with a purity of more than 80% and do not include any impurities which
could have an effect on classification and labelling”. The Substance is an UVCB and in Section
1.4 of your registration dossier your report compositional information based on GC-FID. The
C18 primary aliphatic amide amounts for [JJJlll26. The remaining fraction corresponds to:

- C16 and C20 primary aliphatic amides with a saturated carbon chain length (C16 =

s (w/w) and €20 = % (w/w));
- some undefined fatty nitriles typically present at || zzlce (w/w);
- undefined impurities.

For the source substance you have provided limited information in your justification
document, including a general statement on purity. For some of the source studies, you have
provided some description of the test material. However, this information is not provided for
all sources studies and lacks either the distribution of C-chain length of the test material or
information on impurities (in particular on the presence of fatty nitriles).

Without this information, no qualitative or quantitative comparative assessment of the
compositions of the Substance and of the source substance can be completed. Therefore, it
is not possible to assess whether the attempted predictions are compromised by the
composition of the source substance.

b) Supporting information

Annex XI, Section 1.5 of the REACH Regulation states that “physicochemical properties,
human health effects and environmental effects or environmental fate may be predicted from
data for reference substance(s)”. For this purpose “it is important to provide supporting
information to strengthen the rationale for the read-across” (Guidance on IRs and CSA R.6,
Section R.6.2.2.1.f.). The set of supporting information should allow to verify the crucial
aspects of the read-across hypothesis and establish that the properties of the Substance can
be predicted from the data on the source substance(s).

As indicated above, your read-across hypothesis is based on the assumption that the
structurally similar substances cause the same type of effect(s). In this context, relevant,
reliable and adequate information allowing to compare the properties of the Substance and
of the source substance(s) is necessary to confirm that both substances cause the same type
of effects.

i. Predictions of toxicity

Supporting information must include bridging studies and any other relevant
information to compare properties of the Substance and source substances.
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In the registration dossier, you have provided skin sensitisation study, in vitro
cytogenicity and gene mutation studies in mammalian cells, and a 28-days repeated
dose toxicity study with the source substance, Erucamide (EC No. 204-009-2). You
have also provided an in vitro gene mutation study in bacteria on Amides, C16-18
(even numbered) (EC No. 204-693-2). You have not provided any further endpoint-
specific supporting information for the toxicological information requirements listed
above. In addition, ECHA notes that you dossier does not contain any studies on either
the target or source substances for sub-chronic (90-days) repeated-dose toxicity or
pre-natal developmental toxicity.

In your read-across justification document, you refer to common metabolic pathways
of long fatty acid amides including the Substance and source substances after systemic
uptake. The first step in the metabolism is the hydrolysis of the fatty acid amides by
FAAH (fatty acid amide hydrolase) to corresponding fatty acid. In the next step, the
free fatty acids are subjected to beta oxidation and energy production. You conclude
“There are sufficient toxicity data for the resulting fatty acids showing that the
metabolites have little or no potential to cause toxic effects.” and “[...] adverse effects
after application of amides, C18 (saturated and unsaturated) are not to be expected.”
However, your dossier does not include supporting information to compare overall
systemic uptake, and toxicokinetics and toxicodynamics of the target and source
substances.

On this basis, the data set reported in the technical dossier does not include relevant,
reliable and adequate information for the Substance and of the source substance(s) to
support your read-across hypothesis.

Prediction of aquatic toxicity

Supporting information must include bridging studies to compare properties of the
Substance and source substances.

For the predictions of growth inhibition on algae, long term toxicity to aquatic
invertebrates and long term toxicity to fish, you provide the studies used in the
prediction in the registration dossier. You have not provided any further supporting
information.

Your read-across justification or the registration dossier does not include any robust
study summaries or descriptions of data for the source substance that would confirm
that both substances cause the same type of effects.

Prediction of ready biodegradability

For ready biodegradability support information could be information to confirm similar
bioavailability and similar degradation rates under relevant conditions between the
Substance and the source substance.

For the source substance, you provide the study used in the prediction in the
registration dossier. Apart from that study, your read-across justification or the
registration dossier does not include any supporting information that would confirm
similar bioavailability of similar degradation rates under relevant conditions.
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In the absence of the above information, you have not established that the Substance and
the source substance(s) are likely to have similar properties. Therefore you have not provided
sufficient supporting information to strengthen the rationale for the read-across.

c) Adequacy and reliability of source studies

According to Annex XI, Section 1.5., if the grouping concept is applied then in all cases the
results to be read across must:
e be adequate for the purpose of classification and labelling and/or risk assessment;
e have adequate and reliable coverage of the key parameters addressed in the
corresponding test method referred to in Article 13(3).

Specific reasons why the studies on the source substance do not meet these criteria are
explained further below under the applicable information requirement sections A.1., A.2.,
A.4., A.5., B.2. and C.4. Therefore, no reliable predictions can be made for these information
requirements.

In addition, you have not provided any studies on the source substance(s) for the following
endpoints:
e Sub-chronic toxicity study (90-day), (Annex IX, Section 8.6.2.)
e Pre-natal developmental toxicity study in a first and second species (Annex IX and X,
Section 8.7.2.)

B. Conclusions on the read-across approach
As explained above, you have not established that relevant properties of the Substance can
be predicted from data on the analogue substance. Therefore, your adaptation does not

comply with the general rules of adaptation as set out in Annex XI, Section 1.5. and your
grouping and read-across approach is rejected.
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Appendix A: Reasons to request information required under Annex VII of REACH

1. Skin sensitisation

Skin sensitisation is an information requirement under Annex VII to REACH (Section 8.3.).
Under Section 8.3., Column 1, the registrants must submit information allowing (1) A) a
conclusion whether the substance is a skin sensitiser and B) whether it can be presumed to
have the potential to produce significant sensitisation in humans (Cat. 1A), and (2) risk
assessment, where required.

You have adapted this information requirement under Annex XI, Section 1.5. (*Grouping of
substances and read-across approach’). In support of your adaptation, you have provided the
following information:
i. a key study according to OECD 429 on the analogue substance Erucamide (EC No.
204-009-2, CAS 112-84-5)

We have assessed this information and identified the following issues:
A) Assessment whether the Substance causes skin sensitisation
A. Read-across rejection

As explained in the Appendix on Reasons common to several requests your read-across
adaptation under Annex XI, Section 1.5. is rejected for the study (i).

Therefore study (i) cannot be taken into account in the assessment of whether the
Substance causes skin sensitisation.

In addition, the following endpoint-specific deficiencies have been identified in your read-
across adaptation.

B. Non-compliant study on the source substance

As explained in the Appendix on Reasons common to several requests, the results to

be read across must have an adequate and reliable coverage of the key parameters

addressed in the corresponding test method referred to in Article 13(3), in this case

EU Method B.42/OECD TG 429. Therefore, the following specifications must be met:

e highest concentration is the highest technically possible concentration that
maximises exposure while avoiding systemic toxicity and/or excessive local skin
irritation (OECD TG 429, paragraph 18)

e Justification for the choice of vehicle, if another than the recommended vehicle is
used (OECD TG 429, paragraph 19)

In the provided study:
e No dose level selection rationale was provided for selecting the highest dose
of 25%.
¢ No justification was provided for the use of tetrahydrofuran as a vehicle,
which is not a recommended vehicle.

Therefore the study (i) does not fulfil cover the specifications required by the EU
method B.42/0OECD TG 429 and cannot be taken into account in the assessment of
whether the Substance causes skin sensitisation.

Based on the above, the information submitted does not enable to conclude whether the
Substance causes skin sensitisation.
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B) Assessment whether the Substance can be presumed to have the potential to
produce significant sensitisation in humans (Cat. 1A)

No assessment of potency

To be considered compliant and enable concluding whether the Substance causes skin
sensitisation, in case the substance is considered to cause skin sensitisation the information
provided must allow a conclusion whether it can be presumed to have the potential to
produce significant sensitisation in humans (Cat. 1A).

As the currently available data does not allow to conclude whether the Substance causes
skin sensitisation (see section A. above), this condition cannot be assessed.

On this basis, the information requirement is not fulfilled.
Study design

To fulfil the information requirement for the Substance for skin sensitisation, in vitro/in
chemico studies (OECD TG 442C, OECD TG 442D and EU Method B.71/OECD TG 442E) are
considered suitable. In case in vitro/in chemico methods are not suitable for the Substance
or the results cannot be used for classification and risk assessment an in vivo skin sensitisation
study must be performed and the murine local lymph node assay (LLNA) (EU Method
B.42/OEDC TG 429) is considered as the appropriate study.

2. In vitro gene mutation study in bacteria

An in vitro gene mutation study in bacteria is an information requirement under Annex VII to
REACH (Section 8.4.1.).

You have adapted this information requirement under Annex XI, Section 1.5. (‘Grouping of
substances and read-across approach’). In support of your adaptation, you have provided the
following information:
i. a key study similar to OECD TG 471 with an analogue substance Amides, C16-C18
(even numbered) in S. typhimurium strains TA 1535, TA 1537, TA 1538, TA 98 and
TA 100, which all gave negative results

We have assessed this information and identified the following issues:
A. Read-across rejection

As explained in the Appendix on Reasons common to several requests your read-across
adaptation under Annex XI, Section 1.5. is rejected.

In addition, the following endpoint-specific deficiency has been identified in your read-across
adaptation:

B. Non-compliant study

As explained in the Appendix on Reasons common to several requests, the results to
be read across must provide adequate and reliable coverage of the key parameters
addressed in the corresponding test method referred to in Article 13(3), in this case
OECD TG 471. Therefore, the following specifications must be met:
e The test must be performed with 5 strains: four strains of S. typhimurium
(TA98; TA100; TA1535; TA1537 or TA97a or TA97) and one strain which is
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either S. typhimurium TA102 or E. coli WP2 uvrA or E. coli WP2 uvrA (pKM101)

e One positive control must be included in the study. The positive control
substance must produce a statistically significant increase in the number of
revertant colonies per plate compared with the concurrent negative control.

e The number of revertant colonies per plate for the concurrent negative control
must be inside the historical control range of the laboratory.

e The mean number of revertant colonies per plate must be reported for the
treated doses and the controls.

However, the reported data for the study (i) you have provided did not include:

e The required fifth strain, S. typhimurium TA102 or E. coli WP2 uvrA or E. coli
WP2 uvrA (pKM101)

e a positive control that produced a statistically significant increase in the number
of revertant colonies per plate compared with the concurrent negative control.

e a negative control with a number of revertant colonies per plate inside the
historical control range of the laboratory.

e Data on the number of revertant colonies per plate for the treated doses and
the controls

The information provided does not cover the specifications required by OECD TG 471.
On this basis, the information requirement is not fulfilled.
Study design

To fulfil the information requirement for the Substance, the in vitro gene mutation study in
bacteria (OECD TG 471) is considered suitable.

3. Long-term toxicity testing on aquatic invertebrates

Short-term toxicity testing on aquatic invertebrates is an information requirement under
Annex VII to REACH (Section 9.1.1.). Long-term toxicity testing on aquatic invertebrates must
be considered (Section 9.1.1., Column 2) if the substance is poorly water soluble.

Poorly water soluble substances require longer time to reach steady-state conditions. As a
result, the short-term tests does not give a true measure of toxicity for this type of substances
and the long-term test is required. A substance is regarded as poorly water soluble if, for
instance, it has a water solubility below 1 mg/L or below the detection limit of the analytical
method of the test material (ECHA Guidance R.7.8.5).

In an EU Method A.6 study (based on the column elution method), the saturation
concentration of the Substance in water was below the limit of detection of the analytical
method (i.e. 0.102 mg/L based on EU Method A.6 based on a read-across from Amides, C16-
C18 (even numbered)).

Therefore, the Substance is poorly water soluble and information on long-term toxicity on
aquatic invertebrates must be provided.

The examination of the information provided, as well as the selection of the requested test
and the test design are addressed under Appendix C.3.

4. Growth inhibition study aquatic plants
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Growth inhibition study aquatic plants is an information requirement under Annex VII to
REACH (Section 9.1.2.).

You have also provided an adaptation under Annex XI, Section 1.5. (*Grouping of substances
and read-across approach’). In support of your adaptation you provided the following
information:
i. a growth inhibition study on algae according to OECD TG 201 with the source
substance Amides, C16-C18 (even numbered) (No EC No. or CAS No. provided)

We have assessed this information and identified the following issues:
A. The identity of the test material cannot be verified

Under Annex XI, Section 1.5., if the grouping concept is applied then in all cases the
results to be read across must be adequate for the purpose of classification and
labelling and/or risk assessment.

In order to predict the properties of the Substance, the test material used in the study
on the source substance must be representative for the source substance (Article 10
and Recital 19 of REACH; ECHA Guidance R.4.1.). Therefore, the unambiguous
characterisation of the composition of the test material used to generate the source
data is required to assess whether the test material is representative for the source
substance.

For study i. above, you have identified the test material as "Crodamide SR”, without
further information, including composition.

In the absence of composition information on the test material, the identity of the test
material and its impurities cannot be assessed, and you have not demonstrated that
the test material is representative for the substance that was intended to be tested.
Therefore, the information provided is rejected.

B. The provided study is not reliable

As explained in the Appendix on Reasons common to several requests, the results to
be read across must have an adequate and reliable coverage of the key parameters
addressed in the corresponding test method referred to in Article 13(3), in this case
OECD TG 201 and the requirements of OECD GD 23 (ENV/JM/MONO(2000)6/REV1) if
the substance is difficult to test. Therefore, the following specification must be met:

Additional requirements applicable to difficult to test substances

a) if the test material is poorly water soluble, the maximum dissolved
concentration that can be achieved in the specific test solution under the test
conditions is determined;

b) if the test material is tested at the saturation concentration, evidence must
be provided that all reasonable efforts have been taken to achieve a saturation
concentration, which include:

1) an analytical method validation report demonstrating that the analytical
method is appropriate, and

2) information on the saturation concentrations of the test material in water
and in the test solution, and

3) a description of the method used to prepare the test solution, and

4) the results of a preliminary experiment demonstrating that the test
solution preparation method is adequate to maximize the concentration
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of the test material in solution;

Characterisation of exposure
c) the concentrations of the test material are measured at least at the beginning
and end of the test:
1) at the highest, and
2) at the lowest test concentration, and
3) at a concentration around the expected ECso.
For volatile, unstable or strongly adsorbing test substances, additional
samplings for analysis at 24 hour intervals is required;

Reporting of the methodology and results

d) the results of algal biomass determined in each flask at least daily during the
test period are reported in a tabular form;

e) adequate information on the analytical method (including performance
parameters of the method) and on the results of the analytical determination
of exposure concentrations is provided.

Your registration dossier provides an OECD TG 201 showing the following:

Additional requirements applicable to difficult to test substances

a) the test material is poorly water soluble (water solubility determined to be <
0.102 mg/L based on EU Method A.6 based on a read-across from Amides,
C16-C18 (even numbered)). You report that “an amount of test item (550
mg) was dispersed in 11 litres of culture medium with the aid of propeller
stirring at approximately 1500 rpm for 24 hours. [...] undissolved test item
was removed by centrifugation at 10000 gte give a saturated solution with a
0-Hour measured concentration of 0.17 mg/L”. However, you have provided
no information to support that this approach provides an adequate estimate
of the saturation concentration of the test material in the test medium. Also,
the substance is a UVCB and you have not provided any information on what
constituent(s) was(were) measured;

b) you report that a limit test was conducted at a nominal concentrations 0.23
mg/L which indicates that you intended to test the test material at its
saturation concentration. However, you have provided none of the information
listed under point b) above to support that saturation was achieved;

Characterisation of exposure

c) the test material is strongly adsorptive (log Kow >6.5 based on the HPLC
method described in EU Method A.8 based on a read-across from Amides,
C16-C18 (even numbered)). However, you have not conducted determination
of exposure concentrations at 24h intervals;

Reporting of the methodology and results

d) the results of algal biomass determined in each flask at least daily during the
test period is not provided;

e) you have provided no information on the analytical method (including
performance parameters of the method). In addition, the results of the
analytical determination of exposure concentration is not reported in an
unambiguous way (i.e. table showing measured values in each replicate and
each interval of sampling).

Based on the above,
e the Substance is difficult to test (low water solubility and high adsorptive
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properties) and there are critical methodological deficiencies resulting in the
rejection of the study results. More specifically, you have not provided adequate
information on the saturation concentration of the test material in the test medium
used to conduct testing also taking into account the UVCB nature of the Substance.
In addition, you have not provided any information to support that the test
procedure was adequate to maximize exposure to the test material. Finally, the
analytical determination of exposure concentrations was not adequate as the
frequency of analytical determinations was too low;

e independent of the above issue, the reporting of the study is not sufficient to
conduct an independent assessment of its reliability. More specifically, no
information is provided on the performance parameters of the analytical method
and the reporting of measured test material concentrations is unclear. Finally, as
you have not provided the results of algal biomass determined in each flask at
least daily during the test period, it is not possible to make an independent
assessment of whether or not the study met the validity criteria specified in the
OECD TG 201.

Therefore, this study does not meet the requirements of OECD TG 201 in conjunction
with OECD GD 23.

On this basis, the information requirement is not fulfilled.
Study design

The Substance is difficult to test due to its low water solubility < 0.102 mg/L based on EU
Method A.6 based on a read-across from Amides, C16-C18 (even numbered)) and high
adsorptive properties (log Kow >6.5 based on the HPLC method described in EU Method A.8
based on a read-across from Amides, C16-C18 (even numbered)). OECD TG 201 specifies
that, for difficult to test substances, you must consider the approach described in OECD GD
23 or other approaches, if more appropriate for your substance. In all cases, the approach
selected must be justified and documented. Due to the properties of Substance, it may be
difficult to achieve and maintain the desired exposure concentrations. Therefore, you must
monitor the test concentration(s) of the Substance throughout the exposure duration and
report the results. If it is not possible to demonstrate the stability of exposure concentrations
(i.e. measured concentration(s) not within 80-120% of the nominal concentration(s)), you
must express the effect concentration based on measured values as described in OECD TG
201. In case a dose-response relationship cannot be established (no observed effects), you
must demonstrate that the approach used to prepare test solutions was adequate to maximise
the concentration of the Substance in the test solution.

For multi-constituents/UVCBs, the analytical method must be adequate to monitor qualitative
and quantitative changes in exposure to the dissolved fraction of the test material during the
test (e.g. by comparing mass spectral full-scan GC or HPLC chromatogram peak areas or by
using targeted measures of key constituents or groups of constituents).

If you decide to use the Water Accommodated Fraction (WAF) approach, in addition to the
above, you must:

e use loading rates that are sufficiently low to be in the solubility range of most
constituents (or that are consistent with the PEC value). This condition is mandatory to
provide relevant information for the hazard and risk assessment (ECHA Guidance,
Appendix R.7.8.1-1, Table R.7.8-3);

e provide a full description of the method used to prepare the WAF (including, among
others, loading rates, details on the mixing procedure, method to separate any
remaining non-dissolved test material including a justification for the separation
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technique);
e prepare WAFs separately for each dose level (i.e. loading rate) and in a consistent
manner.

5. Ready biodegradability

Ready biodegradability is an information requirement in Annex VII to REACH (Section
9.2.1.1.).

You have provided an adaptation under Annex XI, Section 1.5. (‘Grouping of substances and
read-across approach’). In support of your adaptation you provided the following information:
i. a ready biodegradability study according to OECD TG 301B with the source substance
Amides, C16-C18 (even numbered) (No EC No. or CAS No. provided)
ii. a ready biodegradability study according to OECD TG 301B with the source substance
Erucamide, EC No. 204-009-2 (CAS No. 112-84-5).

You also provided an adaptation under Annex XI, Section 1.3. (*(Q)SAR’). In support of your
adaptation you provided the following information:
iii. Predictions from BIOWIN v4.10 for the C18 constituent of the Substance.

We have assessed this information and identified the following issues:
A. Read-across rejection

As explained in the Appendix on Reasons common to several requests your read-across
adaptation under Annex XI, Section 1.5. is rejected.

Therefore, studies i. and ii. cannot be taken into account in the assessment of whether
the Substance is readily biodegradable.

In addition, the following endpoint-specific deficiency has been identified in your read-across
adaptation:

B. The study i. above is not reliable

As explained in the Appendix on Reasons common to several requests, the results to
be read across must have an adequate and reliable coverage of the key parameters
addressed in the corresponding test method referred to in Article 13(3), in this case
OECD TG 301 or 310 (Article 13(3) of REACH). Therefore, for a study according to
OECD TG 301B, the following requirements must be met:

Validity criteria

a) The difference of extremes of replicate values of the removal of the test
material at the plateau, at the end of the test or, if appropriate, at the end of
the 10-d window is < 20%;

b) The inorganic carbon content (IC) of the test material suspension in the mineral
medium at the beginning of the test is < 5% of the total carbon (TC);

c) The total CO:2 evolution in the inoculum blank at the end of the test does not
normally exceed 40 mg CO2/L;

Technical specifications impacting the sensitivity/reliability of the test

d) The concentration of the inoculum is set to reach a bacterial cell density of 107
to 108 cells/L in the test vessel. The suspended solid concentration is < 30
mg/L.
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Reporting of the methodology and results

e) The source of the inoculum, its concentration in the test and any pre-
conditioning treatment are reported;

f) The calculation of the ThCO: is described and justified;

g) The inorganic carbon content (IC) and total carbon content (TC) of the test
material suspension in the mineral medium at the beginning of the test is
reported;

h) The results of measurements at each sampling point in each replicate is
reported in a tabular form.

Your registration dossier provides an OECD TG 301B (study i.) showing the following:

Reporting of the methodology and results

e) You report that the suspended solid concentration was 30 mg/L. However, you
have not provided information on inoculum density in cells/mL;

f) the calculation of the ThCO: is not described;

g) the inorganic carbon content (IC) and total carbon content (TC) of the test
material suspension in the mineral medium at the beginning of the test is not
reported;

h) the results of measurements at each sampling point in each replicate is not
reported.

Based on the above, the reporting of the study is not sufficient to conduct an
independent assessment of its reliability. More specifically, as you have not provided
adequate information on inoculum density (see point e) above) it is not possible to
verify whether the test was conducted in compliance with the technical specifications
of OECD TG 301B (see point d) above). Then, you have not provided an adequate
reporting of the study results (in particular see point g) and h)) and it is not possible
to verify that the validity criteria specified under points a) to c¢) above were met.
Finally, since you have not described how the ThCO: was determined and you have
not provided the raw data obtained in the test, it is not possible to verify the validity
of the interpretation of the results.

Therefore, study i. does not meet the requirements of OECD TG 301B.
C. Currently available QSAR have insufficient accuracy to predict rapid degradation

ECHA Guidance R.7.9.5.1. specifies that (Q)SARs for predicting ready biodegradation
are not sufficiently accurate to predict rapid degradation (including BIOWIN v4.10).
However, when no useful information on degradability is available (either
experimentally derived or estimated), (Q)SAR predictions can be used as supporting
evidence of that the substance is not rapidly degradable.

Your dossier only includes predictions from BIOWIN v4.10 for the C18 constituent of
the Substance (see study iii. above). Based on this information and other rejected
sources of information, you conclude that the Substance is readily biodegradable. As
explained above, (Q)SARs predictions is not adequate to conclude on rapid degradation
for the Substance. Therefore, this information on its own does not fulfil the information
requirement and your adaptation is rejected.

On this basis, the information requirement is not fulfilled.
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Appendix B: Reasons to request information required under Annex VIII of REACH

1. In vitro cytogenicity study in mammalian cells or In vitro micronucleus
study

An in vitro cytogenicity study in mammalian cells or an in vitro micronucleus study is an
information requirement under Annex VIII to REACH (Section 8.4.2.).

You have adapted this information requirement under Annex XI, Section 1.5. (*Grouping of
substance and read-across’). In support of your adaptation, you have provided the following
information:

i. a key study according to OECD TG 473 with an analogue substance Erucamide (EC
204-009-2, CAS 112-84-5)

We have assessed this information and identified the following issue:

As explained in the Appendix on Reasons common to several requests your read-across
adaptation under Annex XI, Section 1.5. is rejected.

On this basis, the information requirement is not fulfilled.
Study design

To fulfil the information requirement for the Substance, either in vitro cytogenicity study in
mammalian cells (Annex VIII, Section 8.4.2., test method OECD TG 473) or in vitro
micronucleus study (Annex VIII, Section 8.4.2., test method OECD TG 487) are considered
suitable.

2. In vitro gene mutation study in mammalian cells

An in vitro gene mutation study in mammalian cells is an information requirement under
Annex VIII to REACH (Section 8.4.3.) in case of a negative result in the in vitro gene mutation
test in bacteria and the in vitro cytogenicity test.

i. Triggering of the study

Your dossier contains data for an in vitro gene mutation study in bacteria, and data for an in
vitro cytogenicity study in mammalian cells.

The information for the in vitro gene mutation study in bacteria and for the in vitro
cytogenicity study in mammalian cells provided in the dossier are rejected for the reasons
provided in Appendix A.2. and Appendix B.1., respectively.

If the result of the requested information in sections A 2. and B 1. in Appendices A and B is
negative, the present requirement for an in vitro mammalian cell gene mutation study in
accordance with Annex VIII, Section 8.4.3 will be triggered.

ii.  Assessment of information provided
You have adapted this information requirement under Annex XI, Section 1.5. (‘Grouping of
substance and read-across’). In support of you adaptation, you have provided the following

information:
i. a key study according to OECD TG 476 with an analogue substance Erucamide (EC
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204-009-2, CAS 112-84-5)
We have assessed this information and identified the following issues:
A. Read-across rejection

For the reasons explained in the Appendix on Reasons common to several requests
your read-across adaptation is rejected.

In addition, the following endpoint-specific deficiency has been identified in your read-across
adaptation:

B. Non-compliant study

As explained in the Appendix of Reasons common to several requests, the results to
be read across must provide adequate and reliable coverage of the key parameters
addressed in the corresponding test method referred to in Article 13(3), in this case
OECD TG 476. Therefore, the following specifications must be met:

a) The maximum concentration tested must induce 80-90% of cytotoxicity compared
to the negative control, or the precipitation of the tested substance. If no
precipitate or limiting cytotoxicity is observed, the highest test concentration must
correspond to 10 mM, 2 mg/mL or 2 pL/mL, whichever is the lowest.

b) At least 4 concentrations must be evaluated, in each test condition. In case of
poorly soluble substances OECD TG 476 states “the highest concentration analysed
should produce turbidity or a precipitate”.

c) The response for the concurrent negative control must be inside the historical
control range of the laboratory.

d) Data on the cytotoxicity and the mutation frequency for the treated and control
cultures must be reported.

In the provided study:

a) The concentrations tested in the definitive test were 4.7, 9.4, 18.8, 37.5, 75 and
150 pg/ml. You specified that “precipitation was observed at concentrations of
18.8 ug/ml and above”.

b) In the definitive test, only two concentrations did not cause precipitation.

¢) You have not provided any information on historical control and whether the
concurrent controls were inside the historical control range of the laboratory.

d) You reported the mutation frequencies as a range. Especially, the information on
mutation frequency per treated cultures is missing.

On this basis, the provided study is not regarded as providing reliable information to inform
on the properties of the Substance. Therefore, the information requirement is not fulfilled.

Consequently, you are required to provide information for this endpoint if the in vitro gene
mutation study in bacteria and the in vitro cytogenicity study in mammalian cells or an in
vitro micronucleus study provide a negative result.

Study design

To fulfil the information requirement for the Substance, either the in vitro mammalian cell

gene mutation tests using the hprt and xprt genes (OECD TG 476) or the thymidine kinase
gene (OECD TG 490) are considered suitable.
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3. Long-term toxicity testing on fish

Short-term toxicity testing on fish is an information requirement under Annex VIII to REACH
(Section 9.1.3.). Long-term toxicity testing on fish must be considered (Section 9.1.3.,
Column 2) if the substance is poorly water soluble.

Poorly water soluble substances require longer time to reach steady-state conditions. As a
result, the short-term tests does not give a true measure of toxicity for this type of substances
and the long-term test is required. A substance is regarded as poorly water soluble if, for
instance, it has a water solubility below 1 mg/L or below the detection limit of the analytical
method of the test material (ECHA Guidance R.7.8.5).

In an OECD TG 105 study (based on the column elution method), the saturation concentration
of the Substance in water was below the limit of detection of the analytical method (i.e. 0.102
mg/L based on EU Method A.6 based on a read-across from Amides, C16-C18 (even
numbered)).

Therefore, the Substance is poorly water soluble and information on long-term toxicity on
fish must be provided.

The examination of the information provided, as well as the selection of the requested test
and the test design are addressed under Appendix C.4.
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Appendix C: Reasons to request information required under Annex IX of REACH
1. Sub-chronic toxicity study (90-day)

A Sub-chronic toxicity study (90 day) is an information requirement under Annex IX to REACH
(Section 8.6.2.).

You have adapted this information requirement under Annex XI, Section 1.5. (‘Grouping of
substance and read-across’). In support of your adaptation, you have provided the following
statement: “a 90-day subchronic repeated dose toxicity study according to OECD Guideline
408 is proposed by the Lead Registrant of the structurally related substance Erucamide (CAS
112-84-5), [...]. Those results will be shared and used for a read-across to satisfy the data
requirements for repeated dose toxicity of stearamide (CAS 124-26-5), as well.”

We have assessed this information and identified the following issues:
A. Read-across rejection

As explained in the Appendix on Reasons common to several requests your read-across
adaptation under Annex XI, Section 1.5. is rejected.

In addition, the following endpoint-specific deficiency has been identified in your read-across
adaptation:

B. Non-compliant study

You have not provided a Sub-chronic toxicity study (90 day) (OECD TG 408) in your
registration dossier nor a testing proposal in accordance with Articles 10(a)(ix) and
the format set under 111 of REACH but only an intention to submit a future study on
an analogue substance.

On this basis, the information requirement is not fulfilled.
Study design

Referring to the criteria provided in Annex IX, Section 8.6.2, Column 2, the oral route is the
most appropriate route of administration to investigate repeated dose toxicity, because
although the information indicate that human exposure to the Substance by the inhalation
route is likely, there is no concern for severe local effects following inhalation exposure.

Therefore, the sub-chronic toxicity study must be performed according to the OECD TG 408,
in rats and with oral administration of the Substance.

2. Pre-natal developmental toxicity study in one species

A Pre-natal developmental toxicity (PNDT) study (OECD TG 414) in one species is an
information requirement under Annex IX to REACH (Section 8.7.2.).

You have adapted this information requirement under Annex XI, Section 1.5. (*Grouping of
substance and read-across’). In support of your adaptation, you have provided the following
statement: “Prenatal Developmental Toxicity Study (OECD 414) for the structurally related
substance erucamide (CAS 112-84-5), that has been proposed by the Lead Registrant for that
substance, [...] will be shared and used for read-across to satisfy the data requirements for
developmental toxicity / teratogenicity of stearamide (CAS 124-26-5)"
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We have assessed this information and identified the following issues:
A. Read-across rejection

As explained in the Appendix on Reasons common to several requests your read-across
adaptation under Annex XI, Section 1.5. is rejected.

In addition, the following endpoint-specific deficiency has been identified in your read-across
adaptation:

B. Non-compliant study
You have not provided a Pre-natal developmental toxicity (PNDT) study (OECD TG
414) in your registration dossier nor a testing proposal in accordance with Articles
10(a)(ix) and the format set under 111 of REACH but only an intention to submit a
future study on an analogue substance.
On this basis, the information requirement is not fulfilled.

Study design

A PNDT study according to the test method OECD TG 414 must be performed in rat or rabbit
as preferred species with oral administration (ECHA Guidance R.7.6.2.3.2.) of the Substance.

3. Long-term toxicity testing on aquatic invertebrates

Long-term toxicity testing on aquatic invertebrates is an information requirement under
Annex IX to REACH (Section 9.1.5.).

You have adapted this information requirement under Annex XI, Section 1.5. (‘Grouping of
substances and read-across approach’). In support of your adaptation you provided the
following information:
i. a long-term toxicity study on aquatic invertebrates according to OECD TG 202 (1984)
with the source substance Erucamide, EC No. 204-009-2 (CAS No. 112-84-5).
We have assessed this information and identified the following issue:

As explained in the Appendix on Reasons common to several requests your read-across
adaptation under Annex XI, Section 1.5. is rejected.

Therefore study i. cannot be taken into account in the assessment of long-term toxicity
on aquatic invertebrates.

On this basis, the information requirement is not fulfilled.

Study design

OECD TG 211 specifies that for difficult to test substances OECD GD 23 must be followed. As
already explained above, the Substance is difficult to test. Therefore, you must fulfil the

requirements described in ‘Study design’ under Appendix A.4.

4. Long-term toxicity testing on fish

P.O. Box 400, FI-00121 Helsinki, Finland | Tel. +358 9 686180 | echa.europa.eu



TECHA oo

EUROPEAN CHEMICALS AGENCY

Long-term toxicity testing on fish is an information requirement under Annex IX to REACH
(Section 9.1.6.).

You have provided an adaptation under Annex XI, Section 1.5. (*Grouping of substances and

read-across approach’). In support of your adaptation you provided the following information:

i. a fish, juvenile growth test according to OECD TG 215 with the source substance
Erucamide, EC No. 204-009-2 (CAS No. 112-84-5).

We have assessed this information and identified the following issues:
A. Read-across rejection

As explained in the Appendix on Reasons common to several requests your read-across
adaptation under Annex XI, Section 1.5. is rejected for the studies (i).

Therefore study i. cannot be taken into account in the assessment of long-term toxicity
on fish.

In addition, the following endpoint-specific deficiency has been identified in your read-across
adaptation:

B. The study on the source substance is not reliable

As explained in the Appendix on Reasons common to several request, under Annex XI,
Section 1.5., the results to be read across must have an adequate and reliable
coverage of the key parameters addressed in the corresponding test method referred
to in Article 13(3).

The Fish Early Life Stage (FELS) toxicity test (test method: OECD TG 210) is the most
suitable test guideline for addressing long-term toxicity on fish for most substances
(ECHA Guidance R.7.8.2.). As specified in ECHA Guidance R.7.8.2., the Fish, Juvenile
Growth Test (test method: OECD TG 215) is only considered as an acceptable test
method if the following cumulative conditions are met:

a) a well-founded justification is provided to support that growth inhibition is the

most relevant effect in fish, and

b) the substance has a log Kow < 5.
Otherwise, OECD TG 215 could underestimate long-term toxicity in fish and not
achieve the REACH objective of protection of the environment nor would the study be
appropriate for classification and labelling and risk assessment.

You have provided no justification as to why growth inhibition is the most relevant
effect in fish for the selected source substance. Further, in your read-across
justification document, you report that the log Kow of the source substance is 8.
Therefore, the OECD TG 215 is not regarded as an acceptable test method for the
source substance and a Fish Early Life Stage (FELS) toxicity test (test method: OECD
TG 210) would need to be provided instead.

On this basis, the information requirement is not fulfilled.

Study design

To fulfil the information requirement for the Substance, the Fish, Early-life Stage Toxicity Test
(test method OECD TG 210) is the most appropriate (ECHA Guidance R.7.8.2.).
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OECD TG 210 specifies that for difficult to test substances OECD GD 23 must be followed. As
already explained above, the Substance is difficult to test. Therefore, you must fulfil the
requirements described in ‘Study design’ under Appendix A.4.

5. Long-term toxicity on terrestrial invertebrates

Short-term toxicity to invertebrates is an information requirement under Annex IX to REACH
(Section 9.4.1). Long-term toxicity testing must be considered (Section 9.4., column 2) if the
substance has a high potential to adsorb to soil or is very persistent.

Based on the information from your registration dossier:
e the Substance is considered to have high adsorption potential to soil as you report a log
Kow > 6.5 (EU Method A.8., HPLC method) based on a read-across from Amides, C16-
C18 (even numbered) and log Koc values of 4.6 based on a QSAR (KOCWIN v2.00) for
the Substance.

On this basis information on long-term toxicity on terrestrial invertebrates must be provided.

The examination of the available information or adaptations, as well as the selection of the
requested test and the test design are addressed respectively in Appendix D.2.

6. Effects on soil micro-organisms

Effects on soil microorganisms is an information requirement under Annex IX to REACH
(Section 9.4.2).

We understand that you have adapted this information Under Annex IX, Section 9.4., Column
2 with the following justification: “Terrestrial data of stearamide are not available but due to
the properties of stearamide a hazard to soil organisms is assumed to be low. In accordance
with column 2 of Regulation (EC) 1970/2006 Annex IX the effects of terrestrial organisms
need not to be tested if a direct and indirect exposure to the soil compartment is unlikely. As
the category members are readily biodegradable an indirect exposure of soil organisms
through sludge application can be ruled out. Regarding the very low water solubility (< 0.1
mg/L) it is not likely that the test substances can be found in the aquatic environment in high
concentrations and therefore an application due to floods and irrigation can be ruled out. Data
from acute and chronic studies afford that there is no toxicity in the range of water solubility
for aquatic organisms. Moreover, chronic and acute studies for mammals result in no toxic
effects as well. The test substance is not classified and considering that the test substance is
readily biodegradable, has very low water solubility (< 0.1 mg/L), is not toxic to aquatic
species and mammalians and an indirect application to soil via sludge can be ruled out, no
soil toxicity data should be generated.”.

We have assessed this information and identified the following issue:

Under Annex IX, Section 9.4, Column 2, the study may be omitted if direct and
indirect exposure of the soil compartment is unlikely. ECHA Guidance R.11.2.1.
specifies that, in general, it is assumed that soil exposure will occur unless:
1) it can be shown that there is no sludge application to land from exposed STPs
and,
2) aerial deposition is negligible and,
3) the relevance of other exposure pathways such as irrigation and/or contact with
contaminated waste is unlikely.
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In the case of readily biodegradable substances which are not directly applied to soil it
is generally assumed that the substance will not enter the terrestrial environment and
as such there is no need for testing of soil organisms is required.

In Section 3 of your dossier, you report, for instance, widespread outdoor professional
and consumer uses in coatings and inks as non-reactive processing aid (ERC 8d) and
widespread outdoor consumer use with high intended release in rubber products (ERC
10b). These uses indicate that direct exposure to soil may occur. Also, you have not
provided any justification as to why no sludge application to land from exposed STPs
would occur and therefore indirect exposure to soil may occur.

The reported uses in your dossier indicates that direct exposure to soil may occur. You
also have not provided any justification for point 1) and 2) above. In addition for the
reasons explained under Appendix A.5., you have not demonstrated that the Substance
is readily biodegradable. Therefore, you have not demonstrated that indirect exposure
to soil is unlikely. In any case the information provided on most of the elements of your
justification are rejected for the reasons already described in the corresponding
Appendix sections.

Therefore, your adaptation is rejected.
On this basis, the information requirement is not fulfilled.
Study design
ECHA Guidance R.7.11.3.1. specifies that Soil Microorganisms: Nitrogen Transformation Test
(EU C.21/0OECD TG 216) is considered suitable for assessing long-term adverse effects on soil
microorganisms for most non-agrochemicals.
7. Long-term toxicity on terrestrial plants
Short-term toxicity to terrestrial plants is an information requirement under Annex IX to
REACH (Section 9.4.3). Long-term toxicity testing must be considered (Section 9.4., column
2) if the substance has a high potential to adsorb to soil or is very persistent.
Based on the information from your registration dossier:
e the Substance is considered to have high adsorption potential to soil as you report a log
Kow > 6.5 (EU Method A.8., HPLC method) based on a read-across from Amides, C16-
C18 (even numbered) and log Koc values of 4.6 based on a QSAR (KOCWIN v2.00) for
the Substance.

On this basis information on long-term toxicity on terrestrial plants must be provided.

The examination of the available information or adaptations, as well as the selection of the
requested test and the test design are addressed respectively in Appendix D.3.
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Appendix D: Reasons to request information required under Annex X of REACH
1. Pre-natal developmental toxicity study in a second species

Pre-natal developmental toxicity (PNDT) studies (OECD TG 414) in two species is an
information requirement under Annex X to REACH (Section 8.7.2.).

You have provided an adaptation for PNDT study in one species, i.e. in rodents (See Appendix
C.2.)

As you have not provided any information on a second species or any adaptation under column
2 of Section 8.7.2 or under Annex XI, the information requirement is not fulfilled.

In your comment on the draft decision, you ask ECHA to postpone the request for a pre-natal
development toxicity study (OECD TG 414) in a second species due to legal uncertainties
resulting from discussisons a possible amendment of this provision in the future. However,
Section 8.7.2. of Annex X requires that registrants subject to this information requirement
submit a pre-natal development toxicity study on a second species. Article 41(1) of REACH
requires ECHA to verify that the information in the technical dossier complies with the
applicable information requirements. ECHA has noted that you have not submitted the
required pre-natal development toxicity study on a second species. In that case, Article 41(3)
imposes on ECHA to prepare a draft decision requiring the registrants to submit the
information needed to bring the registration into compliance with the relevant information
requirement.

Study design

A PNDT study according to the OECD TG 414 study must be performed in the rabbit or rat as
the preferred second species, depending on the species tested in the first PNDT study (request
C.2. in this decision). The study must be performed with oral administration (ECHA Guidance
R.7.6.2.3.2) of the Substance.

2. Long-term toxicity testing on terrestrial invertebrates

Long-term toxicity to terrestrial invertebrates is an information requirement under Annex IX
to REACH (Section 9.4.4).

You have adapted this information Under Annex IX, Section 9.4., Column 2 with the same
justification as already described under Appendix C.6.

For the reasons already explained under Appendix C.6., you adaptation is rejected.
On this basis, the information requirement is not fulfilled.
Study design

ECHA Guidance R.7.11.3.1. specifies that the earthworm reproduction test (OECD TG 222),
the Enchytraeid reproduction test (OECD TG 220), and the Collembolan reproduction test
(OECD TG 232) are appropriate to cover the information requirement for long-term toxicity
testing on terrestrial invertebrates. ECHA is not in a position to determine the most
appropriate test protocol since this decision is dependent upon species sensitivity and
substance properties. However, when log Kow >5 and log Koc >4, as in this case, the test
OECD 232 is not appropriate as the dominant route of exposure for Collembolans is via pore
water.
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3. Long-term toxicity testing on terrestrial plants

Long-term toxicity to terrestrial plants is an information requirement under Annex IX to
REACH (Section 9.4.6).

You have adapted this information Under Annex IX, Section 9.4., Column 2 with the same
justification as already described under Appendix C.6.

For the reasons already explained under Appendix C.6., you adaptation is rejected.
On this basis, the information requirement is not fulfilled.
Study design

The Terrestrial Plant Test (test method: OECD TG 208) is appropriate to cover the information
requirement for long-term toxicity on terrestrial plants.

The OECD TG 208 considers the need to select the number of test species according to
relevant regulatory requirements, and the need for a reasonably broad selection of species to
account for interspecies sensitivity distribution. For long-term toxicity testing, ECHA considers
six species as the minimum to achieve a reasonably broad selection. Testing must be
conducted with species from different families, as a minimum with two monocotyledonous
species and four dicotyledonous species, selected according to the criteria indicated in the
OECD TG 208.

4. Long-term toxicity to sediment organisms

Long-term toxicity to sediment organisms is an information requirement under Annex X to
REACH (Section 9.5.1.).

You have omitted this information with the following justification: “According to column 2 of
Regulation (EC) 1907/2006 Annex IX long-term toxicity testing shall only be proposed if the
chemical safety assessment indicates the need to investigate further the effects on aquatic
organisms. Stearamide does not need further investigations due to the following reasons. As
the test substance is poorly soluble in water (< 0.1 mg/L) it is expected that sediments are,
if at all, only exposed to very small amounts of the test substance. In case the substance is
present in wastewater, it will be eliminated in common wastewater treatment plants to a large
amount due to the readily biodegradability of stearamide. Furthermore, no short and long-
term effects were observed to aquatic algae, daphnia and fish in the range of water solubility.
Since only low amounts of the test substance can be expected in the aquatic environment
and no adverse effects of the substance are expected no long-term tests on sediment
organisms should be performed”.

We have assessed this information and identified the following issue:

Under Section 9.5.1., column 2 of Annex IX, the study can be omitted if the chemical
safety assessment does not indicate the need to investigate further the effects of the
substance and/or relevant degradation products on sediment organisms. ECHA
Guidance R.7.8.10.3 specifies that substances that do not exhibit a toxic effect when
tested in water-only test systems because equilibrium was not reached during the
exposure phase may nevertheless exert significant toxic effects in sediment tests. This
may be especially true for poor water soluble substances with high adsorption potential
as the exposure duration in aquatic studies can in some cases be too short to reach
steady state conditions for such substances. Therefore, if no effects are observed in
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pelagic tests, extrapolation from pelagic data to sediment data is not possible and
performing a toxicity test on sediment organisms (whole sediment tests) is necessary.

In your justification, you consider that toxicity to sediment organisms is unlikely as a
result of the low solubility of the Substance, the fact that you consider the Substance
as readily biodegradable, and the lack of effects observed in the reported aquatic
toxicity studies. You have not provided a risk characterisation based on the EPM.

The Substance is considered to have high adsorption potential to sediment as you
report a log Kow >6.5 based on a read-across from Amides, C16-C18 (even numbered)
and log Koc values of 4.6 based on a QSAR. Therefore, exposure to the sediment
compartment may be expected. Also, for the reasons explained under Appendix A.5.,
you have not demonstrated that the Substance is readily biodegradable. Finally, the
Substance is poorly water soluble (because it is below the limit of detection of the
analytical method (i.e. 0.102 mg/L based on EU Method A.6 based on a read-across
from Amides, C16-C18 (even numbered)).

As explained above, for poorly soluble and highly adsorptive substances such as the
Substance, the lack of toxicity observed in aquatic toxicity studies is not a valid
justification to exclude toxicity on aquatic organisms. Therefore, your adaptation is
rejected.

On this basis, the information requirement is not fulfilled.
Study design

Sediment-Water Chironomid Toxicity Test Using Spiked Sediment (test method: EU
C.27/0OECD TG 218) is only appropriate to cover the information requirement for long-term
toxicity to sediment organisms for substances which equilibration time (time to reach steady
state in the body) is not anticipated to be very long (e.g. not highly lipophilic substance such
as substance with log Kow < 5 and log Koc < 3; ECHA Guidance R.7.8.9.1. and R.7.8.14.2.)
such as the Substance.

Under section 4.7 of your registration dossier you provide a Log Kow value for the Substance
of >6.5 (based on OECD TG 117). Under section 5.4.1 of your registration dossier you provide
a Log Koc value for the Substance of >5 (based on OECD TG 121).

Therefore, the equilibration time for the Substance is anticipated to be very long. For such
substance, the Sediment-Water Chironomid Life-Cycle Toxicity Test Using Spiked Water or
Spiked Sediment (test method: EU C.40/OECD TG 233), which is an extension of the proposed
test, must be conducted (ECHA Guidance R.7.8.9.1. and R.7.8.14.2.). Alternatively, you may
also consider conducting a Sediment-Water Lumbriculus Toxicity Test Using Spiked Sediment
(test method: EU C.35/0OECD TG 225).

ECHA Guidance R.7.8.10.1 specifies that spiking the water phase does not accurately
represent accumulation processes within the sediment lasting longer than the test period and
is only regarded as applicable to simulate pesticide spray drift event and other type of
exposure (e.g. chemical spill). For industrial chemicals with continuous and intermittent
release, spiking the sediment must be conducted as this approach is intended to simulate
accumulated levels of substance persisting in the sediment.

ECHA notes that the Substance has multiple industrial uses (not all of which are closed
processes), as well as Article Service Life for both Professional and Consumer uses.
Considering the environmental release pattern for the Substance, ECHA concludes that the
study must be conducted by spiking the sediment phase.
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Appendix E: Requirements to fulfil when conducting and reporting new tests for

REACH purposes

A. Test methods, GLP requirements and reporting

1. Under Article 13(3) of REACH, all new data generated as a result of this decision must
be conducted according to the test methods laid down in a European Commission
Regulation or to international test methods recognised by the Commission or ECHA as
being appropriate.

2. Under Article 13(4) of REACH, ecotoxicological and toxicological tests and analyses
must be carried out according to the GLP principles (Directive 2004/10/EC) or other
international standards recognised by the Commission or ECHA.

3. Under Article 10(a)(vi) and (vii) of REACH, all new data generated as a result of this
decision must be reported as study summaries, or as robust study summaries, if
required under Annex I of REACH. See ECHA Practical Guide on How to report robust
study summaries®.

B. Test material

Before generating new data, you must agree within the joint submission on the chemical
composition of the material to be tested (Test Material) which must be relevant for all the
registrants of the Substance.

1. Selection of the Test material(s)

The Test Material used to generate the new data must be selected taking into account
the following:

the variation in compositions reported by all members of the joint submission,
the boundary composition(s) of the Substance,

the impact of each constituent/ impurity on the test results for the endpoint to
be assessed. For example, if a constituent/ impurity of the Substance is known
to have an impact on (eco)toxicity, the selected Test Material must contain that
constituent/ impurity.

2. Information on the Test Material needed in the updated dossier

You must report the composition of the Test Material selected for each study,
under the “Test material information” section, for each respective endpoint
study record in IUCLID.

The reported composition must include all constituents of each Test Material
and their concentration values and other parameters relevant for the property
to be tested.

This information is needed to assess whether the Test Material is relevant for the Substance
and whether it is suitable for use by all members of the joint submission.

Technical instructions on how to report the above is available in the manual on How to prepare
registration and PPORD dossiers>.

4 https://echa.europa.eu/practical-guides

5 https://echa.europa.eu/manuals
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Appendix F: General recommendations when conducting and reporting new tests
for REACH purposes

A. Environmental testing for substances containing multiple constituents

Your Substance contains multiple constituents and, as indicated in ECHA Guidance
R.11 (Section R.11.4.2.2), you are advised to consider the following approaches for
persistency, bioaccumulation and aquatic toxicity testing:

e the “known constituents approach” (by assessing specific constituents), or

e the “fraction/block approach, (performed on the basis of fractions/blocks of
constituents), or

e the “whole substance approach”, or

e various combinations of the approaches described above

Selection of the appropriate approach must take into account the possibility to
characterise the Substance (i.e. knowledge of its constituents and/or fractions and any
differences in their properties) and the possibility to isolate or synthesize its relevant
constituents and/or fractions.
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Appendix G: Procedure

The information requirement for an Extended one-generation reproductive toxicity study
(EOGRTS; Annexes IX or X, Section 8.7.3.) is not addressed in this decision. This may be
addressed in a separate decision once the information from the Sub-chronic toxicity study
(90-day) requested in the present decision is provided; due to the fact that the results from
the 90-day study is needed for the design of the EOGRTS. Similarly the information
requirement for a Screening for reproductive/developmental toxicity (Annex VIII, Section
8.7.1.) is not addressed in this decision; as the EOGRTS will cover the same parameters.

This decision does not prevent ECHA from initiating further compliance checks at a later stage
on the registrations present.

ECHA followed the procedure detailed in Articles 50 and 51 of REACH.
The compliance check was initiated on 22 March 2021.
ECHA notified you of the draft decision and invited you to provide comments.

In the comments on the draft decision, you requested an extension of the deadline from 24
to 45 months from the date of adoption of the decision.

You justified the need for additional time due to limited testing capacities of laboratories,
difficulties in testing the substance due to its physicochemical properties and the need for
reporting time.

You have only provided a statement from a single laboratory to justify the limited capacity
and reporting time was already included in the original deadline. However, ECHA
acknowledges the difficulties in conducting the test with your Substance.

On this basis, ECHA has extended the deadline to 30 months.

In your comments on the draft decision, you do not provide any comments on the information
requested. You agree that some additional toxicology testing is needed to satisfy the data
requirements for the Substance and agree to generate further data. You also state
“[n]evertheless, especially regarding higher tier testing, we are concerned about the
significant number of animals required for the requested studies and, in consideration of
animal welfare, intend to refine the testing strategy by applying a tiered approach.”.

While ECHA acknowledges your intention to apply a tiered testing approach, we remind you
that the deadline to submit the requested information is legally binding.

ECHA notified the draft decision to the competent authorities of the Member States for
proposals for amendment.

As no amendments were proposed, ECHA adopted the decision under Article 51(3) of REACH.
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Appendix H: List of references - ECHA Guidance® and other supporting documents

Evaluation of available information
Guidance on information requirements and chemical safety assessment, Chapter R.4 (version
1.1., December 2011), referred to as ECHA Guidance R.4 where relevant.

QSARs, read-across and grouping
Guidance on information requirements and chemical safety assessment, Chapter R.6 (version
1.0, May 2008), referred to as ECHA Guidance R.6 where relevant.

Read-across assessment framework (RAAF, March 2017)7
RAAF - considerations on multiconstituent substances and UVCBs (RAAF UVCB, March 2017)8
Physical-chemical properties

Guidance on information requirements and chemical safety assessment, Chapter R.7a
(version 6.0, July 2017), referred to as ECHA Guidance R.7a in this decision.

Toxicology
Guidance on information requirements and chemical safety assessment, Chapter R.7a

(version 6.0, July 2017), referred to as ECHA Guidance R.7a in this decision.

Guidance on information requirements and chemical safety assessment, Chapter R.7c
(version 3.0, June 2017), referred to as ECHA Guidance R.7c in this decision.

Environmental toxicology and fate
Guidance on information requirements and chemical safety assessment, Chapter R.7a
(version 6.0, July 2017), referred to as ECHA Guidance R.7a in this decision.

Guidance on information requirements and chemical safety assessment, Chapter R.7b
(version 4.0, June 2017), referred to as ECHA Guidance R.7b in this decision.

Guidance on information requirements and chemical safety assessment, Chapter R.7c
(version 3.0, June 2017), referred to as ECHA Guidance R.7c in this decision.

PBT assessment
Guidance on information requirements and chemical safety assessment, Chapter R.11
(version 3.0, June 2017), referred to as ECHA Guidance R.11 in this decision.

Guidance on information requirements and chemical safety assessment, Chapter R.16
(version 3.0, February 2016), referred to as ECHA Guidance R.16 in this decision.

Data sharing
Guidance on data-sharing (version 3.1, January 2017), referred to as ECHA Guidance on data
sharing in this decision.

OECD Guidance documents®

6 https://echa.europa.eu/guidance-documents/guidance-on-information-requirements-and-chemical-safety-
assessment

7 https://echa.europa.eu/support/registration/how-to-avoid-unnecessary-testing-on-animals/grouping-of-
substances-and-read-across

8 https://echa.europa.eu/documents/10162/13630/raaf uvcb report en.pdf/3f79684d-07a5-e439-16c¢3-

d2c8da96a316

9 http://www.oecd.org/chemicalsafety/testing/series-testing-assessment-publications-number.htm
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Guidance Document on aqueous—-phase aquatic toxicity testing of difficult test chemicals - No
23, referred to as OECD GD 23.

Guidance document on transformation/dissolution of metals and metal compounds in aqueous
media - No 29, referred to as OECD GD 29.

Guidance Document on Standardised Test Guidelines for Evaluating Chemicals for Endocrine
Disruption - No 150, referred to as OECD GD 150.

Guidance Document supporting OECD test guideline 443 on the extended one-generation
reproductive toxicity test - No 151, referred to as OECD GD 151.
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Appendix I: Addressees of this decision and their corresponding information
requirements

You must provide the information requested in this decision for all REACH Annexes applicable
to you.

Highest REACH
Registrant Name Registration number Annex applicable
to you

|
—

Where applicable, the name of a third party representative (TPR) may be displayed in the list
of recipients whereas ECHA will send the decision to the actual registrant.
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