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Helsinki, 28 February 2Ol7

Addressee:

Decision number: CCH-D-2114355172-56-0L/F
Substance name: N-butylbenzenesulphonamide
EC number:222-823-6
CAS number:3622-84-2
Registration number:
Submission number:
Submission date: 17.05.2016
Registered tonnage band: 1000+T

DECISION ON A COMPLIANCE CHECK

Based on Article 41. of Regulation (EC) No L9O7/2006 (the'REACH Regulation'), ECHA
requests you to submit information on

1. fn vitro gene mutation study in bacteria (Annex VII, Section 8.4.1.; test
method: Bacterial reverse mutation test, EU B.Ii3lL4. I OECDTG 47I) using
one of the following strainst E. coli WP2 uvrA, or E. coli WP2 uvrA
(pKM1O1), or S. typhimurium TA1O2 with the registered substance;

2. Sub-chronic toxicity study (9o-day), oral route (Annex IX, Section 8.6.2.;
test method: OECD TG 408) in rats with the registered substance;

3. Extended one-generation reproductive toxicity study (Annex X, Section
4.7.3.¡ test method: EU 8.56./OECD TG 443) in rats, oral route with the
registered substance specified as follows:
- Ten weeks premating exposure duration for the parental (P0)

generation;
Dose level setting shall aim to induce some toxicity at the highest dose
level;

- Cohort 1A (Reproductive toxicity);
- Cohort 1B (Reproductive toxicity) without extension to mate the Cohort

1B animals to produce the F2 generation;
- Cohorts 2A and 28 (Developmental neurotoxicity); and
- Cohort 3 (Developmental immunotoxicity).

You are required to submit the requested information in an updated registration dossier by
4 September 2O2O except for the information requested under point 2 for a sub-chronic
toxicity study (90-day) which shall be submitted in an updated registration dossier by 7
March 2018. You may only commence the extended one-generation reproductive toxicity
study as requested under point 3 after 4 lune 2018, unless an indication to the contrary is
communicated to you by ECHA before that date. You shall also update the chemical safety
report, where relevant. The timeline has been set to allow for sequential testing.

ECHA
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You may adapt the testing requested above according to the specific rules outlined in
Annexes VI to X and/or according to the general rules contained in Annex XI of the REACH

Regulation. In order to ensure compliance with the respective information requirement, any
such adaptation will need to have a scientific justification, referring and conforming to the
appropriate rules in the respective Annex, and an adequate and reliable documentation.

The reasons of this decision are set out in Appendix 1. The procedural history is described in
Appendix 2, Advice and further observations are provided in Appendix 3.

Appeal

This decision can be appealed to the Board of Appeal of ECHA within three months of its
notification. An appeal, together with the grounds thereof, shall be submitted to ECHA in
writing. An appeal has suspensive effect and is subject to a fee. Further details are
descri bed u nder http : //echa, eu ropa. eu/reg u lations/apoea ls. l

Authorisedl by Ofelia Bercaru, Head of Unit, Evaluation E3

1As 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 1: Reasons

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

Pursuant to Articles 10(a) and 12(1) of the REACH Regulation, a technical dossier registered
at more than 1000 tonnes per year shall contain as a minimum the information specified in
Annexes VII to X of the REACH Regulation. The information to be generated for the dossier
must fulfil the criteria in Article 13(4) of the same regulation,

An ".In vitro gene mutation study in bacteria" is a standard information requirement as laid
down in Annex VII, Section 8,4.1. of the REACH Regulation, Adequate information on this
endpoint needs to be present in the technical dossier for the registered substance to meet
this information requirement.

According to Article 13(3) of the REACH Regulation, tests required to generate information
on intrinsic properties of substances shall be conducted in accordance with the test methods
recognised by the Commission or ECHA.

Other tests may be used if the conditions of Annex XI are met. More specifically, Section
t.L.2of Annex XI provides that existing data on human health properties from experiments
not carried out according to GLP or the test methods referred to in Article 13(3) may be
used if the following conditions are met:

(1) Adequacy for the purpose of classification and labelling and/or risk assessment;
(2) Adequate and reliable coverage of the key parameters foreseen to be investigated in

the corresponding test methods referred to in Article 13(3);
(3) Exposure duration comparable to or longer than the corresponding test methods

referred to in Article 13(3) if exposure duration is a relevant parameter; and
(4) Adequate and reliable documentation of the study is provided.

According to paragraph 13 of the current OECD TG 47t test guideline (updated 1997) at
least five strains of bacteria should be used: S. typhimurium TA1535; T41537 orTAgTa or
TA97; TA9B; T4100; S. typhimurium T4102 or E. coli WP2 uvrA or E. coli WP2 uvrA
(pKM101), This includes four strains of S, typhimurium (T41535; TA1537 or TA97a orTAST;
TA9B; and T4100) that have been shown to be reliable and reproducibly responsive
between laboratories. These four S. typhimurium strains have GC base pairs at the primary
reversion site and it is known that they may not detect certain oxidising mutagens, cross-
linking agents and hydrazines, Such substances may be detected by E.coli WP2 strains or S.
typhimurium TA102 which have an AT base pair at the primary reversion site,

You have provided a test from the year 1983 according to OECD IG 47t and GLP with an
assigned reliability score of 1. The test used four different strains of S. typhimurium TA
1535, TA L537, TA 98 and TA 100 and it did not include tests with strains S. typhimurium
T4102 or E. coli WP2 uvrA or E. coli WP2 uvrA (pKM101). However, since the test was
conducted, significant changes have been made to OECD TG guideline4T1- so that
additionally testing with S. typhimurium TA102 or E. coli WP2 uvrA or E. coli WP2 uvrA
(pKM101) is now required. Therefore, the provided study does not meet the current
guidelines, nor can it be considered as providing equivalent data according to the criteria in
Annex XI, 1.1.2. of the REACH Regulation.
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ECHA concludes that a test using E. coliWP2 uvrA, or E. coliWP2 uvrA (pKM101), or S.

typhimuriumIAI02 has not been submitted and that the test using one of these is required
to conclude on in vitro gene mutation in bacteria.

As explained above, the information provided on this endpoint for the registered substance
in the technical dossier does not meet the information requirement. Consequently there is
an information gap and it is necessary to provide information for this endpoint.

ECHA considers that the bacterial reverse mutation test (test method EU B.t3/74. / OECD
TG 471) is appropriate to address the standard information requirement of Annex VII,
Section 8.4.1. of the REACH Regulation.

Therefore, pursuant to Article 41(1) and (3) of the REACH Regulation, you are requested to
submit the following information derived with the registered substance subject to the
present decision: Bacterial reverse mutation test (test method: EU 8.13/t4. I OECD
fG 477) using one of the following strains: E. coli WP2 uvrA, or E, coli WP2 uvrA (pKM101),
or S. typhimurium T4102,

2. Sub-chronic toxicity study (9o-day), oral route (Annex IX' Section 8.6.2.)

Pursuant to Articles 10(a) and 12(1) of the REACH Regulation, a technical dossier registered
at more than 1000 tonnes per year shall contain as a minimum the information specified in
Annexes VII to X of the REACH Regulation. The information to be generated for the dossier
must fulfil the criteria in Article 13(4) of the same regulation,

A "sub-chronic toxicity study (90 day)" is a standard information requirement as laid down
in Annex IX, Section 8.6.2. of the REACH Regulation. Adequate information on this endpoint
needs to be present in the technical dossier for the registered substance to meet this
information requ i rement.

You have not provided any study record of a sub-chronic toxicity study (90 day) in the
dossier that would meet the information requirement of Annex IX, Section 8.6.2.

You have sought to adapt this information requirement according to Annex IX, Section
8.6.2., column 2. You provided the following justification forthe adaptation: "According to
Column 2 of Annex IX, the subchronic toxicity study (90 days) does not need to be
conducted if a reliable short-term toxicity study (28 days) is available showing severe
toxicity effects according to the criteria for classifying the substance as R4B, for which the
observed NOAEL-29 days, with the application of an appropriate uncertainty factor, allows
the extrapolation towards the NOAEL-91 days, for the same route of exposure."

You have also self-classified the substance as STOT-RE 2 (H373) and describe in the CSR
"Based on the results and according to the EC criteria forclassification and labelling
requirements for dangerous substances and preparations (Guidelines in Commission
Directive 93/21/EEC) and CLP regulation (EC No.1272/2008 of 16 December 2008), N-
butylbenzenesulphonamide is classified for organ toxicity: STOT Rep. Exp.2 H373: May
cause damage to organs (liver, reproductive organs, oral)."

ECHA
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However, ECHA notes that your adaptation does not meet the specific rules for adaptation
of Annex IX, Section 8.7.2., column 2 because the findings obtained in the studies with
repeated dosing do not indicate "significant" or"severe" organ toxicity at around the dose
levels as guided by "Guidance on the Application of the CLP Criteria, Guidance to Regulation
(EC) No I272|2OOB on classification, labelling and packaging (CLP) of substances and
mixtures" and séction 3.9'SPECIFIC TARGET ORGAN TOXICIW - REPEATED EXPOSURE
(STOT-RE)" (http://www.echa.europa.eu/documents/10162/13562/clp en.pdf) (see
explanation below).

ECHA also notes that toxicity in reproductive organs does not lead to STOT-RE classification

More specifically, the findings observed in the 28-day study (OECD TG 407), screening
study (OECD TG 42t) and other available studies at non-lethal dose levels, though they
may show an indication of mild organ toxicity, they cannot be considered as "severe toxicity
effects according to the criteria for classifying the substance as R48" . The 28-day study
concluded that at "50 mg/kg/day there were no treatment related macro- or microscopic
findings". At 150 mglkg/day a non-statistically significant increase in the liver weight
("slightly high"), hepatocyte hypertrophy and "liver enlargemenf" was observed. The
degenerating nerve fibres were observed at "low incidence" and "low severity", and without
functional consequences at 150 mglkg bw/day. Thus, only mild organ toxicity has been
observed below 300 mglkg bw/day which is the upper range of the guidance value for
classification as STOT-RE 2 for a 28-day study. Severe and significant toxicity has been
observed only at higher dose levels than 300 mglkg bw/day. Due to the mild toxicity at
non-lethal dose levels at and around the guidance range, ECHA considers that the findings
do not meet the column 2 adaptation rule including meeting the criteria for classifying the
substance as R4B/ STOT-RE 2. Thus, this requirement of the adaptation from column2of
Annex IX,8.6.2, is not met.

Therefore, your adaptation of the information requirement is rejected,

As explained above, the information provided on this endpoint for the registered substance
in the technical dossier does not meet the information requirement. Consequently there is
an information gap and it is necessary to provide information for this endpoint.

ECHA has evaluated the most appropriate route of administration for the study. Based on
the information provided in the technical dossier and/or in the chemical safety report, ECHA
considers that the oral route - which is the preferred one as indicated in ECHA Guidance on
information requirements and chemical safety assess/7,enf (version 4.1, October 2015)
Chapter R.7a, section R.7.5,4.3 - is the most appropriate route of administration. More
specifically, the substance is a liquid of very low vapour pressure and no uses with spray
application are reported that could potentially lead to aerosols of inhalable size. Hence, the
test shall be performed by the oral route using the test method EU 8.26.IOECD TG 408.

According to the test method EU 8.26./OECD TG 408 the rat is the preferred species. ECHA
considers this species as being appropriate and testing should be performed with the rat.

In your comments to the draft decision you mention that you plan to extend the standard
90-day sub-chronic toxicity test (OECD 408) with an examination of additional
neurotoxicological parameters (hind limb dysfunction, rearing observation gait, and
hippocampus GFAP), ECHA considers that it is at your discretion to perform the intended
additional examinations during the testing program.
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Therefore, pursuant to Article 41(1) and (3) of the REACH Regulation, you are requested to
submit the following information derived with the registered substance subject to the
present decision: Repeated dose 90-day oral toxicity study (test method: EU 8.26./OECD
TG 408) in rats.

3, Extended one-generation reproductive toxicity study (Annex X, Section
8.7.3.)

Pursuant to Articles 10(a) and 12(1) of the REACH Regulation, a technical dossier registered
at more than 1000 tonnes per year shall contain as a minimum the information specified in
Annexes VII to X of the REACH Regulation, The information to be generated for the dossier
must fulfil the criteria in Article 13(4) of the same regulation.

The basic test design of an extended one-generation reproductive toxicity study (test
method EU 8.56./OECD TG 443 with Cohorts 1A and 18, without extension of Cohort 1B to
include a F2 generation, and without Cohorts 2A,28 and 3) is a standard information
requirement as laid down in column L of 8.7.3., Annex X. If the conditions described in
column 2 of Annex X are met, the study design needs to be expanded to include the
extension of Cohort 18, Cohorts 2A/28, and/or Cohort 3. Further detailed guidance on study
design and triggers is provided in in ECHA Guidance on information requirements and
chemical safety assessment R.7a, chapter R.7.6 (version 4.1, October 2015).

Adequate information on this endpoint needs to be present in the technical dossier for the
registered substance to meet this information requirement.

a) The information requirement

You have not provided any study record of an extended one-generation reproductive toxicity
study in the dossier that would meet the information requirement of Annex X, Section 8.7.3.

You have sought to adapt this information requirement according to Annex IX, Section
8.7.3., column 1. You provided the following justification for the adaptation"Annex IX of
REACH regulation sfafes that two-generation reproductive toxicity study needs to be
conducted if the 29-day or 90-day study indicates adverse effects on reproductive organs or
fissues. The 27-day one-generation reproductive test shows no effects on reproductive
organs and tissues up to 200 mg/kg ór,v", However, ECHA notes that your adaptation does
not meet the specific rules for adaptation of Annex IX, Section 8.7.3., because the test
substance is an Annex X and not an Annex IX substance, hence the extended one-
generation reproductive toxicity study is an information requirement (Annex X, Section
8.7.3.; test method: EU 8.56./OECDTG443). Therefore, youradaptation of the
information requirement is rejected.

As explained above, the information provided on this endpoint for the registered substance
in the technical dossier does not meet the information requirement. Consequently there is
an information gap and it is necessary to provide information for this endpoint. Thus, an
extended one-generation reproductive toxicity study according Annex X, Section 8.7,3., is
required, The following refers to the specifications of this required study.

b) The specifications for the study design

Information from studies to be conducted before the extended one-generation reproductive
toxicity study

ECHA
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The sub-chronic toxicity study shall be conducted before the extended one-generation
reproductive toxicity study and the results from that study shall be used, among other
relevant information, to decide on the study design of extended one-generation
reproductive toxicity study following ECHA Guidance on information requirements and
chemical safety assessment R.7a, chapter R,7.6 (version 4.1, October 2015). The sub-
chronic toxicity study may provide information on effects that is relevant for triggers (e.9.
weight changes and histopathological observations of organs as indication(s) of one or more
modes of action related to endocrine disruption which may meet the toxicity-trigger for
extension of Cohort 1B or as evidence of specific mechanism/modes of action and/or
neurotoxicity and/or immunotoxicity which may meet the particular concern criteria for
developmental neurotoxicity and/or developmental immunotoxicity cohorts).

Premating exposure duration and dose-level setting

To ensure that the study design adequately addresses the fertility endpoint, the duration of
the premating exposure period and the selection of the highest dose level are key aspects
to be considered. According to ECHA Guidance, the starting point for deciding on the length
of premating exposure period should be ten weeks to cover the full spermatogenesis and
folliculogenesis before the mating, allowing meaningful assessment of the effects on
fertility.

Ten weeks premating exposure duration is required because there is no substance specific
information in the dossier supporting shorter premating exposure duration as advised in the
ECHA Guidance on information requirements and chemical safety assessrnent R.7a, chapter
R.7.6 (version 4.1, October 2015).

The highest dose level shall aim to induce some toxicity to allow comparison of effect levels
and effects of reproductive toxicity with those of systemic toxicity. The dose level selection
should be based upon the fertility effects with the other cohorts being tested at the same
dose levels,

If there is no existing relevant data to be used for dose level setting, it is recommended that
results from a conducted range-finding study (or range finding studies) are reported with
the main study. This will support the justifications of the dose level selections and
interpretation of the results.

Cohorts 2A and 28

The developmental neurotoxicity Cohorts 2A and 28 need to be conducted in case of a
particular concern on (developmental) neurotoxicity as described in column 2 of 8.7.3.,
Annex X. When there are triggers for developmental neurotoxicity, both the Cohorts 2A and
28 are to be conducted as they provide complementary information.

ECHA notes that existing information on the registered substance itself derived from the
available short-term oral repeated dose toxicity study (28 days) with rats (NOTOX, 2OO2),
shows evidence of neurotoxicity because low incidence and severity of degenerating nerve
fibres in the spinal cord and sciatic nerves was noted at 150 mglkg/day and above.

ECHA concludes that the developmental neurotoxicity Cohorts 2A and 28 need to be
conducted because there is a particular concern on (developmental) neurotoxicity based on
the results from the above-identified short-term repeated dose toxicity study (28 days).

ECHA
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The study design must be justified in the dossier and, thus, the existence/non-existence of
the conditions/triggers must be documented.

Cohort 3

The developmental immunotoxicity Cohort 3 needs to be conducted in case of a particular
concern on (developmental) immunotoxicity as described in column 2 of 8.7.3., Annex X.

ECHA notes that existing information on the registered substance itself derived from the
available short-term repeated dose toxicity study (28 days) with rats via the oral route
(NOTOX, 2OO2), shows evidence of immunotoxicity because thymic atrophy and
lymphocytolysis were observed at non-lethal dose of 150 mglkg bw/day,

ECHA concludes that the developmental immunotoxicity Cohort 3 needs to be conducted
because there is a particular concern on (developmental) immunotoxicity based on the
results from the above-identified short-term repeated dose toxicity study (28 days).

The study design must be justified in the dossier and, thus, the existence/non-existence of
the conditions/triggers must be documented.

Species and route selection

According to the test method EU 8.56./ OECD TG443, the rat is the preferred species. On
the basis of this default assumption, ECHA considers that testing should be performed in
rats.

ECHA considers that the oral route is the most appropriate route of administration for
substances except gases to focus on the detection of hazardous properties on reproduction
as indicated in ECHA Guidance on information requirements and chemical safety assessment
(version 4.1, October 2015) R.7a, chapter R.7,6,2.3.2. Since the substance to be tested is a
liquid, ECHA concludes that testing should be performed by the oral route.

c) Outcome

Therefore, pursuant to Article 41(1) and (3) of the REACH Regulation, you are requested to
submit the following information derived with the registered substance subject to the
present decision: Extended one-generation reproductive toxicity study (test method EU

8.56./OECD TG 443), in rats, oral route, according to the following study-design
specifications:
Ten weeks premating exposure duration for the parental (P0) generation;
- Dose level setting shall aim to induce some toxicity at the highest dose level;
- Cohort 1A (Reproductive toxicity);
- Cohort 1B (Reproductive toxicity) without extension to mate the Cohort 1B animals to

produce the F2 generation;
- Cohorts 2A and 28 (Developmental neurotoxicity); and
- Cohort 3 (Developmental immunotoxicity),

ECHA
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Currently, the extension of Cohort 1B is not requested. However, the sub-chronic toxicity
study (90-day) requested in this decision (request 2) and/or any other relevant information
may trigger changes in the study design, Therefore, the sub-chronic toxicity study (90-day)
is to be conducted first and the study results submitted to ECHA in a dossier update by
7 March 2018. If, on the basis of this update andlor other relevant information, a need for
changes to the study design is identified, ECHA will inform you by 4 June 2018 (i.e. within
three months after expiry of the 12-month deadline to provide the sub-chronic toxicity
study (90-day)) of its intention to initiate a new decision making procedure under Articles
41,50 and 51 of the REACH Regulation to address the design of the extended one-
generation reproductive toxicity study. If you do not receive a communication from ECHA by
4 June 2018, the request of the present decision for the extended one-generation
reproductive toxicity study remains effective and you may commence the conduct of the
study and the results will need to be submitted by the deadline given in this decision
4 September 202O.

Notes for your consideration

When submitting the study results of the sub-chronic toxicity study (90-day) you are invited
to also include in the registration update your considerations whether changes in the study
design are needed (see also ECHA Guidance on information requirements and chemical
safety assessment R.7a, chapter R.7,6 (version 4,1, October 2015)).

Furthermore, after having commenced the extended one-generation reproduction toxicity
study in accordance with the ECHA decision, you may also expand this study to address a
concern identified during the conduct of it and also due to other scientific reasons in order
to avoid a conduct of a new study.

Deadline to submit the requested information in this decision

The timeline has been set to allow for sequential testing of the request identified and
notified to you in a separate decision on a Testing Proposal on the registered substance (N-
butylbenzenesulphonamide) of 28 June 2016 (communication number TPE-D-
2L14329640-55-O1/D) and of the requests in this decision.
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Appendix 2: Procedural h¡story

For the purpose of the decision-making, this decision does not take into account any
updates of your registration after the date when the draft decision was notified to you under
Article 50(1) of the REACH Regulation

The compliance check was initiated on 30 March 2016.

The decision making followed the procedure of Articles 50 and 51 of the REACH Regulation,
as described below:

ECHA notified you of the draft decision and invited you to provide comments.

ECHA took into account your comments and did not amend the request(s).

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

ECHA received proposals for amendment and modified the draft decision.

ECHA invited you to comment on the proposed amendments,

ECHA referred the draft decision to the Member State Committee.

You did not provide any comments on the proposed amendment(s),

The Member State Committee reached a unanimous agreement on the draft decision during
its MSC-52 meeting and ECHA took the decision according to Article 51(6) of the REACH

Regulation.

ECHA
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Appendix 3: Further information, observat¡ons and technical guidance

1. The substance subject to the present decision is provisionally listed in the
Community rolling action plan (CoRAP) for start of substance evaluation in 2018.

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

3. Failure to comply with the request(s) in this decision, or to fulfil otherwise the
information requirement(s) with a valid and documented adaptation, will result in a
notification to the enforcement authorities of your Member State,

4. In relation to the information required by the present decision, the sample of the
substance used for the new test(s) must be suitable for use by all the joint
registrants. Hence, the sample should have a composition that is suitable to fulfil the
information requirement for the range of substance compositions manufactured or
imported by the joint registrants. It is the responsibility of alljoint registrants who
manufacture or import the same substance to agree on the appropriate composition
of the test material and to document the necessary information on their substance
composition. In addition, it is important to ensure that the particular sample of the
substance tested in the new test(s) is appropriate to assess the properties of the
registered substance, taking into account any variation in the composition of the
technical grade of the substance as actually manufactured or imported by each
registrant, If the registration of the substance by any registrant covers different
grades, the sample used for the new test(s) must be suitable to assess these grades,
Finally there must be adequate information on substance identity for the sample
tested and the grade(s) registered to enable the relevance of the test(s) to be
assessed,
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