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OPINION OF THE COMMITTEE FOR RISK ASSESSMENT
ON A DOSSIER PROPOSING HARMONISED CLASSIFICATION AND
LABELLING AT COMMUNITY LEVEL

In accordance with Article 37(4) of the Regulat{&C) No 1272/2008 (CLP Regulation), the
Committee for Risk Assessment (RAC) has adoptedopmion on the proposal for
harmonised classification and labelling of

Substance Name:  acequinocyk3-dodecyl-1,4-dihydro-1,4-dioxo-2-naphthyl ace}ate
EC Number: 611-595-7
CAS Number: 57960-19-7

The proposal was submitted the Netherlands
and received by RAC o8 January 2010

The harmonised classification originally proposed by the Netherlands

Directive 67/548/EEC CLP Regulation (EC) No
1272/2008
Current entry in Annex VI CLP Regulation | no entry (table 3.2) no entry (table 3.1)
Proposal for consideration by RAC from X' R37 Skin Sens. 1 - H317
dossier submitter Xi; R43 STOT SE 1 - H370
N; R50/53 STOT RE 2 - H373
Aquatic Acute 1 - H400
Resulting harmonised classification as X' R37 Skin Sens. 1 - H317
proposed by the dossier submitter Xi; R43 STOT SE 1 - H370
N; R50/53 STOT RE 2 - H373
Aquatic Acute 1 - H400

PROCESS FOR ADOPTION OF THE OPINION

The Netherlandshave submitted a CLH dossier containing a proptsgéther with the
justification and background information documeniteé CLH report. The CLH report was
made publicly available in accordance with the nemments of the CLP Regulation at
http://echa.europa.eu/consultations/harmonised @fmon cl prev_cons _en.aspon 22




February 2010. Parties concerned and MSCAs werdethvwo submit comments and
contributions by 08 April 2010.

ADOPTION OF THE OPINION OF RAC

Rapporteur, appointed by RAQ{ivier Le Curieux-Belfond
Co-rapporteur, appointed by RACé&u Nunes

The opinion takes into account the comments of M§S@Ad parties concerned provided in
accordance with Article 37(4) of the CLP Regulation

The RAC opinion on the proposed harmonised clasdifin and labelling has been reached
on 28 October 2010in accordance with Article 37(4) of the CLP Regigaf giving parties

concerned the opportunity to comment. Commentswedare compiled in Annex 2.

The RAC Opinion was adopted bgnsensus

OPINION OF RAC
The RAC adopted the opinion thretequinocylshould be classified and labelled as follows:

Classification & Labellingin accor dance with the CL P Regulation:

Classification:
Skin Sens. 1 - H317
STOT SE 1 - H370 Causes damage to organs (lunighg@ied).
STOT RE 2- H373 May cause damage to organs (blgsiems) through prolonged ¢r
repeated exposure.
Aquatic Acute 1 - H400
Aquatic Chronic 1 - H410

Specific concentration limits: None
M-factors: 1000

Notes. None

L abelling:
GHS08, GHS09, Dgr, H317, H370, H373, H410

Classification & labelling in accordance with Dir ective 67/548/EEC

Classification®:
T; R39/23
Xi: R43
N; R50/53

! This section should reflect all relevant entriessthe C&L: classification, R-phrases, S-phrasesgentrations
limits, nota.



Specific concentr ation limits:
N; R50/53, C> 0.025%
N; R51/53, 0.0025% C < 0.025%
R52/53, 0.00025% C < 0.0025%

Notes:
None

Labelling: T, N; R39/23-43-50/53, S(2-)24-37-38-60-61

SCIENTIFIC GROUNDS FOR THE OPINION
Acequinocyl is an active substance in the meanin@icective 91/414/EEC and therefore
subject to harmonised classification and label(i@gP Regulation Article 36(2)).

Acute toxicity

Acequinocyl does not need to be classified on #wshof its acute oral and dermal toxicity in
rats. Although one of the high dose animals initialation study died at a concentration of
0.84 mgl/L, it was the highest attainable conceiatnatTherefore no classification for acute
inhalatory toxicity (lethality) is required. Howavehe observed lung effects in all animals
are aggregates of alveolar macrophages, thickeofnglveolar walls, apparent alveolar
collapse, bronchiolar epithelial erosion or ne@psiyperplasia or squamous metaplasia of
bronchiolar  epithelium,  peribronchiolar inflammator cells, and bronchiolar
obliteration/obstruction with recanalisation ormi@ells with mineralisation. These (severe)
effects started at a dose of 0.62 mg/L, which Iswehe guidance value of 1 mg/L for STOT
SE category 1. Therefore, according to the CLP Rdignn acequinocyl should be classified
as STOT SE 1 - H370: Causes damage to organs (hftgy) inhalatory exposure. Since
irreversibility cannot be excluded for some of thigroscopic lesions found in the lungs (e.g.
alveolar collapse, bronchiolar epithelial erosiannecrosis), classification with T; R39/23
according to Directive 67/548/EEC is appropriate.

Skin, Eye and respiratory irritation

The results of the skin (OECD 404) and eye irmtatstudies (OECD 405) in rabbits were
negative and would raise the conclusion that nagsifi@ation is needed for skin and eye
irritation. In an acute inhalation test (OECD 4@®)treated rats showed pulmonary lesions
(see section on acute toxicity). Some of thesectffehould be considered as severe and
especially it cannot be asserted that these efégetseversible. They are indicative of severe
lung damage rather than just respiratory tractation, and are already covered by the
proposed classification STOT SE 1 — H370 accortiinthe CLP Regulation and T; R39/23
according to Directive 67/548/EEC.



Skin sensitisation

Six out of 20 guinea pigs showed a positive respdnsa Maximisation test (OECD 406).
Therefore, acequinocyl should be classified asisging to the skin with Skin Sens. 1 - H317
according to the CLP Regulation and with Xi; R42a@&ding to Directive 67/548/EEC. As
this sensitisation can be achieved by intradermdugtion higher than 1.0%, it can be
qualified as “moderate” sensitiser according to CRBgulation. This is covered by the
generic concentration limit of 1%.

Repeated dose toxicity

Based on mortality, liver effects, haemorrhages lzaematological effects (including effects
on clotting) observed in several studies and sévgrecies at dose levels at or below the
guidance levels, according to the CLP Regulatioegamocyl should be classified for
specific target organ toxicity / repeated exposag&TOT RE 2 - H373 May cause damage to
organs (blood) through prolonged or repeated exposu

Based on effects in the longest studies in ratg (#€eks) and mice (80 weeks), classification
for repeated dose oral toxicity at the effectivealtevel in comparison to the guidance levels
according to Directive 67/548/EEC seems howevemegessary. In addition, neither of the
shorter repeated dose toxicity studies providesoms for classification according to
Directive 67/548/EEC.

Based on the dermal toxicity study in rats, classifon for the dermal route according to
Directive 67/548/EEC seems not necessary.

M utagenicity

Results ofin vitro tests such as Ames test, chromosome aberratibands'K gene mutation
test, andn vivo micronucleus tests results were found negativeth@rbasis of these above
results, acequinocyl is not considered genotoxit s does not need to be classified for
mutagenicity.

Car cinogenicity
Neither in rats (OECD 453 oral study) nor mice (@E@51 oral study), did acequinocyl

show a carcinogenic potential. Thus, acequinocyesdmot need to be classified for
carcinogenicity.



Reproductive Toxicity

No fertility effects were observed in the availalsieidies including a 2-generation study.
Therefore, no classification for effects on fetyilis proposed.

In a 2-generation reproduction study in rats, pes&ning adverse clinical and macroscopic
effects (haemorrhages, discoloured and swollen hoatys, pallor), and mortality were
observed almost exclusively at the highest dos&56000 mg/kg food. These effects were a
direct consequence of pups consuming acequinodikimiet.

In a teratogenicity study in rats, 3 out of 246 pigad major abnormalities — all of a different
nature - at high dose that also induced marked mmalt¢oxicity including mortality. These
were considered to be incidental findings.

In rabbits, a statistically significant increasattidence of 13th rib was observed in a
teratogenicity study, at a dose that also inducatked maternal toxicity including mortality.
These minor variations do not require classifigatio

Environmental hazard

The reported 48 hr EC50 for immobility of the waftga Daphnia magna (according to
OECD 202) was 3.9 pg/L and the reported 96 hr EGBOthe marine mysid shrimp
Mysidopsis bahia (according to OPPTS 850.1035) was 0.93 pg/L. In &éisute toxicity tests
with four different species and in the algae grovast, no effects were observed up to the
water solubility level.

Regarding the environmental classification accardmthe CLP Regulatioracequinocyl has
reported EC50 values in crustaceans at concemsakiover than 1 mg/L and thus fulfils the
criteria for classification as hazardous to theadiguenvironment Acute category 1 - H400.
Based on an EC50 value of 0.93 pg/L obtained femtiarine crustaceaviysidopsis bahia in

a 96-h flow-through study, it is concluded that\ufiactor of 1000 should be applied.

Acequinocyl is considered not readily biodegradadteording to the result of the OECD
301B (CO2 Evolution (Modified Sturm test)) test.€eféfore, the additional information on
degradation has been assessed and compared watidhienal criteria for rapid degradation.
In the water sediment study total mineralisationaoéquinocyl was measured 30.2-32.6%
after 100 days, one of the major metabolites formBd (2-dodecyl-3-hydroxy-1,4-
naphathalenedione) showed acute aquatic toxicigorded with a 48hr-EC50 for the
crustacearbaphnia magna equal to 13 pg/L (according to the DAR 2007) anastimeeting
the criteria for classification. Therefore, baseu the above, it can be concluded that
acequinocyl is not rapidly biodegradable.

Acequinocyl has its log Kow > 6 and its solubility water equals to 6.69 pg/L which may
indicate some bioaccumulation potential. The maesbs&CF values for whole fish (according
to OCDE 305E) were 366 at concentration in waterOdf7 pg/L and 288 pg/L at
concentration in water of 1.7 pg/L (geometric me8R7 L.kg-1). If these values were
standardised to lipid content as recommended imati®/e mentioned guideline, the BCFs
become 779 and 670 L.kg-1 (geometric mean: 724k§-1), respectively. However, these
values were based on total radioactivity and threrolatograms showed that acequinocyl and



its metabolite R1 were not present in fish tissxteagtsindicating that both compounds were
probably metabolised.

Based on the results of the substances’ aquaticitypand the lack of rapid degradability it is
concluded that acequinocyl also fulfils the craefor classification as hazardous to the
aquatic environment Chronic category 1 - H410.

Regarding the environmental classification accardm Directive 67/548/EECacequinocyl
has reported EC50 values in crustaceans at a ciwatten below 1 mg/L. The substance is
not readily biodegradable, with a log Kow value @@ and its BCF possibly above the
threshold value of 100. Acequinocyl therefore falfithe criteria for classification as
dangerous for the aquatic environment and shoulddssified with N; R50/53.

As the lowest EC50 value for this substance is betw0.0001 and 0.001 mg/I (faustacea)
the following specific concentration limits basetdDirective 67/548/EEC should be applied:

N; R50/53, C> 0.025%
N; R51/53, 0.0025% C < 0.025%
R52/53, 0.00025% C < 0.0025%

Additional information

The Background Document, attached as Annex 1, gheedetailed scientific grounds for the
Opinion.

ANNEXES:
Annex 1 Background Document (BD)
Annex 2 Comments received on the CLH report, respdo comments provided by the

dossier submitter and rapporteurs’ comments (excifidential information)

2 The Background Document (BD) supporting the opirdontains scientific justifications for the CLHoposal.
The BD is based on the CLH report prepared by aidosubmitter. The original CLH report may needéo
changed as a result of the comments and contrifmitteceived during the public consultation(s) ahd t
comments by and discussions in the Committees.



