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ANNEX 2 - COMMENTS AND RESPONSE TO COMMENTS ON CIPROPSAL ON MMT (EHMA)

COMMENTS AND RESPONSE TO COMMENTS ON CLH: PROPOSAL AND JUSTIFICATION

[ECHA has compiled the comments received via internet that refer to several hazard classes and entered them under each of the relevant categories/headings as
comprehensive as possible. Please note that some of the comments might occur under several headings when splitting the given information is not reasonable.]

Substance name: 2-ethylhexyl 10-ethyl-4-[[2-[(2-eythexyl)oxy]-2-oxoethyl]thio]-4-ethyl-7-o0x0-8-0xa-3H-dithia-4-stannatetradecanoate(MMT (EHMA))
CAS number: 57583-34-3
EC number: 260-828-5

General comments
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Date Country / Comment Response Rapporteur’'s comment
Person /
Organisation /
MSCA
24/02/2011| UK /MSCA The classification of EHMA limsed on read-across to MMT/QNoted. RAC has re-evaluated the d
which was agreed previously by TC C&L. We suppdris on mutagenicity of MMTC an
approach. concluded that the propos¢
C&L as Muta 2 (GHS) is no
warranted
28/02/2011| Germany / JariThe German CA agrees with the proposed classificat| Noted See above.
Averbeck /| However, there are some general comments: Other comments noted.
MSCA Information from the registration dossier
P3, PP5-9, IUCLID Section 1.2 "Composition™: on composition has been included in the
The substance identity of MMT (EHMA) is not coneist| revised CLH dossier as confidentjal

throughout the report and technical dossier. Thecentration
range is given as >= 20 - <= 90 % w/w (IUC) for tmain
constituent 2-ethylhexyl 10-ethyl-4-[[2-[(2-ethybhd)oxy]-2-
oxoethyl]thio]-4-methyl-7-ox0-8-oxa-3,5-dithia-4-

stannatetradecanoate. This composition does nothmtte
criteria for mono-constituent substances but cdgdany kind
of substance (Mono/multi-constituent substances UMCB
substances). Moreover, there are impurities stdatedthe
composition without any concentration given. DE ders
whether these are hypothetically occurring impesitresulting
from production process or whether they are cordinfor

substance identity by analysis. However, the sualostadentity

information (in IUCLID 5). Available
information confirms that MMT(EHMA
is @ mono-constituant substance.

RSS from the registration dossiers have

been included in the IUCLID 5 dossie
For studies for which no RSS w
available, additional information has be|
added in the revised CLH report.
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Date

Country /
Person /
Organisation /
MSCA

Comment

Response

Rapporteur’'s comment

should be clarified in accordance with RIP3.10 atied
documents should be revised accordingly. Additignaleveral
molecular weight values are not correct or not =test
throughout the report and technical dossier.

In addition, we ask the dossier submitter to previRobust
Study Summaries of all relevant toxicological sasdiin
IUCLID 5. This is necessary because the presentaifothe
study results in the CLH report is not clearly aged and thu
difficult to read.

General editorial comments:
P8, classification of MMTC:
replace "Muta. 2; H361d" by "Muta. 2; H341"

P8, classification of MMTC:
replace "Repr. 2; H330" by "Repr. 2; H361d"

P13, 5.2.1: replace "LD50 (mg/l)" by "LD50 (mg/kg)"

P14, 5.2.3: replace "LD50 (mg/l)" by "LD50 (mg/kg)"

P19, table, 2nd row: Give number of animals perasekdose
P24, table: Give number of animals per sex and dose
P29, table, 2nd row: Give humber of animals perasekdose

Noted. The comments have
considered in the revised CLH report.

be

03/03/2011

Sweden / Ing
Marie Olsson
MSCA

-In absence of any new data Sweden supports theoged
classification and labelling for 2-etylhexyl 10-k#y[[2-[(2-
ethylhexyl)oxy]-2-oxoetyl]thio]-4-methyl-7-oxo-8-@x3,5-

dithia-4- stannatetradecanoate / (MMT (EHMA))(CA8mber:
57583-34-3), as agreed by the Technical Committee
Classification and Labelling (Directive 67/548/EEG)TC

calL).

pNoted.

See above.




Carcinogenicity

Date Country / Comment Response Rapporteur’'s comment
Person /
Organisation /
MSCA
Mutagenicity
Date Country/ Comment Response Rapporteur’'s comment
Person/
Organisation/
MSCA
28/02/2011| Germany / JarWWe support the Submitter’'s conclusion Noted. RAG hexevaluated the data
Averbeck / on mutagenicity of MMTC an
MSCA concluded that the proposed
C&L as Muta 2 (GHS) is n
warranted
03/03/2011| Ireland / HealthThe Irish CA is in agreement with the proposed sifastion | Noted. RAC has re-evaluated the data
and Safety Muta Cat 3; R68 (Muta 2- H341) as previously agregthe TC on mutagenicity of MMTC an
Authority C&L in 2006. concluded that the proposed
C&L as Muta 2 (GHS) is n
warranted
Toxicity to reproduction
Date Country / Comment Response Rapporteur’'s comment
Person /
Organisation /
MSCA
24/0R/2011| UK /MSCA We note that the classificatis based on read-across fronm the study by Appel (2004), the tedRAC agrees that the/cas{ Formatted: Font: 11 pt

MMTC. As for MMTC, we consider the case for clagsifion
with Repro Cat 3; R63 to be borderline, based enfoliowing
observations:

In the reproductive/screening study (Appel; 20@éhducted in
Wistar rat, an increase in “post-implantation” |dg8 %) was
observed in the high dose group (measured by siinigathe
number of live foetuses from the number of impltotasites;
no information on resorptions was provided). Iniidd, 30 of
the 48 pups born alive were reported ‘missing’ INDP4 and

substance has a purity of ca. 84% MM
and contains ca. 10% of DMTC. Tk
available data on DMTC suggests t
DMTC is foetotoxic with a NOAEL of 1(
mg/kg in rat (see DMTC CLH report). |
the Appel 2004 study, the effects are s
at the highest dose of ca. 50 mg/kg of {
substance, which contains around 5 mg
of DMTC. The effects can therefore n
be attributed to DMTC. No information

TClassification with Repro Cat R
n€¢GHS) of MMTC is borderline
h&lthough the interpretation @
the available study has defic
nand is difficult to interpret i
eeannot be ruled out that MMT
dsiduces post implantation losses.
/IRAC concludes therefore th
otlassification with Repro Cat
S(GHS) is warranted.
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Date

Country /
Person /
Organisation /
MSCA

Comment

Response

Rapporteur’'s comment

one was found dead. Given the magnitude of thectsffat
appears unlikely that the effect on post-implantatioss/post-
natal survival is a chance finding related to the broup sizes
employed. However, there are a number of unknowns:

* It is not known whether the post-implantationsiegas due tg
increased embryo/foetal death in utero or incregagu death
around the time of birth. If pups died and were nialised
prior to group size determination this will biag thalue derived
for post-implantation loss

* It is not known whether the pups went ‘missingliog to a
developmental effect that resulted in their canlishton,
whether the pups became ill and died through adsnétion of
the test substance via the milk or whether the dzansibalised
their pups because of a neurotoxic effect of thestunce on th
dams.

» The test substance administered was a mixtur836f9%
MMTC/DMTC. The composition of the remaining 8 % thie
test substance is not clear in the CLH reports klso not cleal
if the presence of ~ 9 % DMTC (classified as rept & R63 for
foetotoxicity) contributed in some way to the effeobserved.

In addition, no effects on litter size or pup vidhpi were
observed in either of the two Moser developmentairatoxicity
studies, conducted in Sprague-Dawley rats at sirddae levels
using a purer form of the test substance (97 %yulin these
studies, the test substance was administered eadtimking
water. We can see no reason why this route of adtration
should produce dramatically different results frodietary
administration. We note that in the first Moserdstuof the 30
dams selected/group, only 10-12 of them from eactum
(including the controls) delivered litters, whichayn reduce
confidence in this study. However, in the secondsdicstudy,
which employed a higher dose, most of the damsesstally
delivered litters.

available on the developmental toxicity
the other impurities. Their identity an
concentration is presented in an additio
confidential appendix | to the CLH repo
No information is therefore available
show that the effect can be attributed tq
impurity.

We agree that cannibalisation of the p
in Appel 2004 introduces uncertainties
the analyses of the study results, b
regarding post-natal effects as well
regarding what was identified as po
implantation loss in the high-dose groy
However, cannibalisation was al
o observed in the other test and cont

(respectively 16%, 25%, 3% and 62%
missing pups at 0, 30, 150 and 750 pp
rit is therefore difficult to fully explain
cannibalisation by the neurotoxicity of t
test substance. The magnitude of
effects observed in the high-dose grd
(43% of post-implantation loss and 65
of pups lost between PND 1 and PNQ
raise strong concern on foetotoxicity
MMTC. CLP criteria states that “I
deficiencies in the study make the qua
of evidence less convincing, Category

could be the more approprig
classification”. Overall and recognisi
the uncertainties due to postna

cannibalisation by the dams, classificat
in category 2 is therefore considern
appropriate. In Moser 2005 that w
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Date Country / Comment Response Rapporteur’'s comment
Person /
Organisation /
MSCA
developmental neurotoxicity, no
Given the number of uncertainties associated vhiéhscreening foetotoxic effect was identified when
study and the lack of effects observed in the Masadies, we substance was administered in water] In
do not feel that there is a strong case for classibn with Repr| absence of data on the influence |of
cat 3; R 63. However, we appreciate the decisitmoiderline. | vehicle (water vs diet) it is not possible |to
either confirm or exclude that it may haye
impacted the ADME of the substance gnd
its toxicity. The effect seen in the study
by Appel cannot be fully dismissed.
In addition, for the Appel study, please expressnig/kg diet Doses in the Appel study have been
values as ppm. At the moment, the tables give niygéssion expressed in ppm in the revised CLH
that higher doses were achieved than actually weee the| report.
achieved intake in the developmental study at 750kgndiet
was only 49/53 mg/kg/day in males/females).
28/02/2011| Germany / JarWe support the Submitter’'s conclusion Noted Noted
Averbeck /
MSCA
03/03/2011| Ireland / HealthThe Irish CA is in agreement with the proposed sifastion | Noted Noted
and Safety Repr. Cat 3; R63 (Repr. 2- H361d) as previousleedrby the
Authority TC C&L in 2007.
Respiratory sensitisation
Date Country / Comment Response Rapporteur’'s comment
Person /
Organisation /
MSCA
Other hazards and endpoints — Acute toxicity
Date Country / Comment Response Rapporteur’'s comment
Person /
Organisation /
MSCA




Date Country / Comment Response Rapporteur’'s comment
Person /
Organisation /
MSCA
24/02/2011| UK/MSCA Page 16. Acute toxicity The information has been checked arbted
Although we appreciate this endpoint is not propoger | corrected in the summary text of the
harmonisation, please note that there is a disnogpbetween revised CLH report.
the acute oral LD50 value reported in the table andhe
summary text.
03/03/2011| Ireland / HealthThe Irish CA notes that the classification agregd’& C&L in | Acute toxicity data are reported to provigdloted

and
Authority

Safety

2006/7 for acute toxicity (Xn; R21/22) has not bgenoposed
for harmonisation, even though data justifying sification has
been included in the Annex VI dossier.

information on the toxicological profile g
MMTC but harmonisation is not propos
in agreement with article 36 (1) of CLP.

f
ed

Other hazards and endpoints — Repeated dose toxigit

Date Country / Comment Response Rapporteur’'s comment
Person /
Organisation /
MSCA
24/02/2011| UK/MSCA Page 23. Repeat Dose Significant effects after 90 days at thibloted

As for MMTC, it was agreed at the October 2006 T&LC
meeting not to classify for repeat dose toxicity.e Wiote
neurotoxicological effects were observed at the dope level
(49/50 mg/kg/day) in the 90-day study. Given thearge in
boundary for repeated dose toxicity under CLP (
mg/kg/day), the available data may support a diaation for
STOT-RE. Although on page 40 it is stated that detaepeat
dose toxicity is provided for information only, rhigit be
possible to justify harmonisation of this hazardssl at
Community level?

(e

dose are consistent with a classificat
STOT-RE in category 2.

Besides, C&L notifications by industr
indicate that classification STOT RE 2
H373 is currently applied by all notifie
188 shown in the CL inventory report th
has been added to the revised C
dossier as Appendix Il (confidential).

As this classification was not included
the CLH report submitted to comments
public consultation, it is not clear wheth
a harmonisation can be proposed for {
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